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A PROBLEM IN TROPICAL CARDIOLOGY* 


W. MELVILLE ARNOTT, T.D., M.D., B.Sc., F.R.C.P., F.R.C.P.Ed., F.R.C.PAC.) 


William Withering Professor of Medicine, University of Birmingham 


| think it is fair to say that the environmental aspects 
of heart disease have not received the attention they 
deserve. This may be due to the fact that on the one 
hand those who have led the field of cardiology have 
in the main been concerned with the grosser end-stages 
of heart disease and with the isolated vignettes of 
consulting practice ; opportunity for the study of heart 
disease during the course of its often slow evolution in 
its natural background has been infrequent. On the 
other hand, the family practitioners who have the 
opportunity to see the gradual evolution of a- disease 
process in relation to the environment have not, with 
notable exceptions, possessed the necessary detailed 
knowledge and ability to turn the opportunity to the 
best advantage. Furthermore, we cardiologists have 
sometimes been slow to realize the importance of close 
association with the epidemiologist, the biochemist, the 
immunologist, etc., and have thereby overlooked many 
fruitful avenues of thought and development. I often 
think that cardiology is the very last specialty which 
should be sharply circumscribed in its dimension and 
served by jealous exclusive devotees. It flourishes best 
ind advances fastest where its disciples have a broad 
foundation of scientific and medical knowledge and 
consistently and substantially retain an active interest in 
medical science and the unselected practice of clinical 
medicine. 

The results of this self-imposed isolation are illustrated 
well by the extraordinarily long interval which elapsed 
between the recognition that myocardial necrosis 
associated with thrombotic occlusion was common and 
the development of any serious attempt to study the 
epidemiology of this disease, and the factors which 
caused blood to coagulate in the coronary arteries, 
or even to attempt to determine whether coronary 
thrombosis invariably precedes and causes the necrosis 
by ischaemia or whether thrombosis is ever secondary 
to necrosis. In fact, it is only within the last ten years 
that the epidemiological approach has been applied at 
all commonly to diseases other than those clearly due 
to infection. That such diseases as cancer, coronary 
thrombosis, disseminated sclerosis, and road accidents 
should have an “epidemiology ” in the sense of being 
environmentally induced is one of the most exciting 
and productive intellectual attitudes of our time. The 
existence of the International Epidemiological Club and 
our presence here to-day is a practical expression of this 
“new look.” 


*From a paper presented in a discussion on the “‘ Epidemiology 
of Heart Disease * organized by the International Epidemiological 
Club, supported by the Rockefeller Foundation and held in Cali, 
Colombia, from August 22 to 29, 1959. 


B 


Heart Disease in Africa 

The broad outline of the classification of heart diseases 
as they present in Europe and North America has 
remained fairly stable for a long time. However, as 
the result of four years spent in the tropics and sub- 
tropics during the war I became-.dimly aware that in 
these areas there was much heart disease that did not 
readily fall into what may be called the northern pattern. 
This dissimilarity was sharply outlined by Bedford and 
Konstam (1946), who described a series of 40 cases of 
unexplained heart failure in African troops, mostly from 
West Africa. They presented with severe left heart 
failure or with combined pulmonary and systemic 
congestion and ascites. The rhythm was normal, extra- 
systoles were frequent, and the blood-pressure was low. 
The heart was generally enlarged. 

General examination did not reveal the constant 
presence of any other disease or parasitism. The general 
nutrition was good and the diet adequate, though prior 
to recruitment they had inevitably been subjected to the 
nutritional inadequacies of Africa. Neither thiamine 
nor anything else produced any real improvement, and 
17 died in hospital. Necropsy showed gross general 
enlargement of all cavities. There was no valvular 
disease, and the coronary arteries were healthy. In 
some cases there was extensive subendocardial fibrosis 
with areas resembling shallow infarcts adherent to which 
were organized thrombi. The authors pointed out that 
these cases were similar to the five cases reported by 
Smith and Furth (1943), all of which presented a similar 
picture during life and death. Their report states that 
one patient was Chinese, another of Italian origin, but 
there was no comment on the race of the other three. 
None of them could be regarded as having a satisfactory 
nutritional history, but thiamine did not influence the 
disease. 

Endomyocardial Fibrosis 

Williams, Ball, and Davies (1954) and Davies and Ball 
(1955), working in Uganda, have provided much 
information on what had by then come to be known 
generally as endomyocardial fibrosis (E.M.F.). They 
state that it is one of the commonest causes of heart 
failure in Africans in Uganda. Only hypertension, and 
that mainly renal, caused a higher proportion of heart 
failure. Pathologically the lesions were present in both 
sides of the heart and consisted of fibrosis of the endo- 
cardium and underlying myocardium. Firmly organized 
clot frequently lay over the fibrosed areas. The whole 
process often spread up to involve the chordae and the 
cusps of the mitral and tricuspid valves. Stenosis of the 
inflow tract of the right ventricle was sometimes present. 
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The disease can occur in African dwellers of European 
origin. Gray (1951) reported two fatal cases in English- 
men who had lived for nine and seven years in Nigeria. 
In ail important clinical and pathological respects they 
presented the picture of E.M.F. Apart from residence 
in Africa their history yielded no aetiological clues. Edge 
(1946) reported a similar case in an Englishman stationed 
in West Africa. 

Earlier this year, when I was in Northern Nigeria, Dr. 
Gordon Branch, of Jos, kindly asked me to see, rather 
for my own interest than for her benefit, a European 
lady who had had an illness which in all respects 
resembled E.M.F. except that she had made a surprising 
recovery, though there was still considerable cardiac 
enlargement. 

So far as I know no closely comparable example of 
this condition has been reported from Asia, Australasia, 
or South America. I think it can be taken that E.M.F. 
has occurred in Europeans who have no obvious ethnic 
or other connexion with Africa. Léffler (1936) described 
two cases which corresponded in all respects to the 
E.M.F.-concept, except that eosinophilia was present (in 
one of these the eosinophils reached 12,600 per c.mm.). 
No satisfactory explanation was found for this curious 
feature, though variable eosinophilia features in some 
of the African reports, this being regarded as due to the 
wellnigh universal state of parasitism of man in the 
tropics. Gallavardin and Gravier (1929) report a typical 
case and mention three others. 

So far as I can ascertain there is no evidence of there 
ever having occurred a case in all respects similar to 
E.M.F. in an inhabitant of Great Britain who has not 
been abroad. In making this statement I must 
emphasize that [ am taking, quite arbitrarily, the 
presence of massive endocardial fibrosis as the hall- 
mark of classification, though it may well turn out to be 
an end-stage common to several aetiologically different 
processes. The phenomenon is in itself so striking that 
its occurrence could hardly fail to be noted, especially 
in latter-day Britain, where the keen competition for 
professional advancement ensures that few opportunities 
of making a striking contribution to knowledge are 
neglected. 

Myocarditis 


The whole question of myocarditis is very complex, 
and has been the subject of several able reviews, 
notable among which are the St. Cyres Lecture of 
Wallace Brigden (1957) and that of Chapelle and Koss- 
mann (1954). Quite apart from the myocardial damage 
that results from ischaemia, rheumatism, acute 
infections (especially viral), familial heart disease, 
alcoholism, amyloidosis, collagen disease, endomyo- 
cardial fibro-elastosis, etc., a substantial proportion of 
people develop progressive cardiac failure, and at 
necropsy are found to have in their myocardium 
evidence of damage in the form of small connective- 
tissue scars, areas of hydropic degeneration of heart 
muscle, or even collections of cells suggestive of an 
inflammatory reaction. There is an inevitable tendency 
for these cases to be regarded as being atypical examples 
of the effects of coronary disease, rheumatism, hyper- 
tension, collagen disease, etc. However, the important 
point is that they do not show massive E.M.F. 

It may well be that the gross morbid anatomical 
change is only an advanced stage of a much commoner 
disorder. There is some support for this belief in that 
throughout Africa there seems to be a high incidence 
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of cardiac failure which, while it is clinically indis- 
tinguishable from those eventually shown to have gross 
E.M.F., fails to show this change to a marked degree. 
Gillanders (1951), in a report on heart failure among 
Bantus in Johannesburg, describes 30 cases which, while 
they clinically resemble cases of E.M.F., had con- 
comitant evidence of liver disease of the type commonly 
regarded as due to malnutrition. Treatment with a 
variety of procedures, including thiamine, had no effect, 
but striking improvement occurred on a well-balanced 
diet, and relapses were consistently induced by reverting 
to the sort of diet to which they were accustomed— 
that is, porridge made from highly refined maize 
supplemented with white bread, tea, and sugar. Relapse 
was common on discharge from hosp:tal, and eight 
patients died. Necropsy on these showed great 
enlargement of the heart, with an absence of obvious 
disease of the heart valves, coronary vessels, or aorta. 
“ No convincing evidence of subendocardial necrosis or 
fibrosis was found in any.” Sections showed inter- 
fibrillary oedema of the myocardium, hypertrophy of 
fibres, no hydropic degeneration, and minimal interstitial 
fibrosis. Whether these cases have any aetiological 
communion with E.M.F. is a matter for speculation. 

My own experience of this syndrome is essentially 
that of the spectator rather than the serious investigator. 
It is peripatetic, superficial, and unreliable, being based 
mainly on three long medical tours in Africa undertaken 
during the last three years. These journeys have ranged 
through most of the territories of the British Common- 
wealth between the Sahara and the Cape, and have 
included not only visits to big centres but innumerable 
leisurely ward rounds in rural hospitals. I am immensely 
indebted to so many people who gave me freely of their 
time, knowledge, and hospitality. | Nowhere did the 
pattern of heart disease resemble that seen in Britain. 
Many of the differences were at least partially under- 
standable. Myocardial infarction was almost unknown, 
at least among Africans. Rheumatic heart disease as 
judged by the frequency of mitral stenosis was relatively 
rare, and I suspect that many of the cases regarded as 
such were in reality cases of “ myocarditis” perhaps 
with E.M.F. 

Not infrequently I was taken to see cases of what 
were regarded as chronic rheumatic heart disease, but 
the absence of auricular fibrillation and any evidence of 
mitral disease other than incompetence struck a false 
note. In many respects these cases resembled 
constrictive pericarditis ; some of them may have been, 
as tuberculosis is rife ; others, again, may well have been 
“constrictive endocarditis”—that is, E.M.F. Luetic 
aortitis was naturally not uncommon. Acute beriberi 
heart disease was seen in the “coloured” people in 
Capetown, where extreme alcoholism was the main 
cause. Hypertensive heart disease was very common, 
but the commonest of all seemed to be cardiac failure 
of the E.M.F. type. Apart from the university centres, 
notably the University College of East Africa in 
Uganda, where Professors Davies and Williams work, 
few pathological data were available. Over many terri- 
tories, notably Northern Nigeria, the Islamic faith made 
necropsies rare, and pathological services were in general 
rudimentary by European standards and quite incapable 
of shedding much light on such a problem. 

I hope I have convinced you—supposing, that is, that 
any of you are not fully alive to the problem—that there 
exists a form of heart disease which in its effect on the 
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efficiency and life expectancy of Africans is fully com- 
parable with myocardial infarction or rheumatic heart 
disease in other lands. A perusal of current European 
and American cardiological literature and _ the 
proceed ngs of cardiological meetings in these continents 
shows that the problem received little attention: in fact, 
it is not the sort of problem that is likely to be advanced 
along the conventional lines of clinical card‘ology as it 
is generally understood. It requires an approach widely 
based on’ internal medicine, epidemiology, and 
pathology ; indeed, it is just the sort of problem which 
falls squarely into the ambit of the Epidemiological 
Club. 


Aetiology 

So far I have said little about the aetiology of 
myocarditis of the E.M.F. type except to imply that 
it is virtually unknown. As regards its geographical 
distribution, the only certain thing is that it is common 
in Africa, very rare in Europe and America, and not 
reported from Asia. Owing to the lack of vital statistics 
and the inadequate clinical and pathological services 
there is no defin:te information about its distribution 
within Africa. It is certainly common in Uganda and 
apparently common in West Africa. Ethnically the 
disease is not exclusive. 

Williams et al. (1954) and Davies (1956) give excellent 
accounts of the disease in Uganda and penetrating 
discussions of its possible aetiology. As regards the 
mechanism of the lesion, they suggest that the initial 
injury is to the ventricular myocardium in its inner 
third. The resulting necrosis causes thrombus formation 
on the endocardial surface ; this becomes fibrosed and 
covered by endothelium, but there is a recurring cycle 
of necrosis, thrombosis, and fibrosis. Surviving muscle 
fibres hypertropay. The injurious factor which damages 
the myocardium could be nutritional, direct infection 
by a micro-organism probably viral, allergic in nature 
of the type such as is regarded as the basis of rheumatic 
heart disease, an effect of one of the forms of parasitism 
so common in Africa, the breakdown of some enzyme 
system consequent upon an inborn error of metabolism, 
or the action of seme blood-borne poison. 

As regards a possible nutritional basis, there is, of 
course, much popular support for this. It is an 
undoubted fact that by European standards the diet of 
Africans is deficient, particularly in proteins ; however, 
if this were an important factor one would expect the 
disease to be present in Asia and to have appeared to 
some extent in Europe during the famines which have 
occurred as the result of modern wars. With the 
exception of Gillanders’s (1951) report from Johannes- 
burg, there is no evidence that the disease can be 
favourably influenced by dietetic means. Deficiency of 
a trace element may play a part, as copper deficiency is 
known to contribute to myocardial fibrosis in cattle 
(Arnold, 1954). 

The infective hypothesis is worth considering. While 
there is little evidence pointing to an infective origin, 
the existence of viruses capable of causing myocardial 
injury is known. The virus of encephalomyocarditis 
(E.M.C.) isolated from monkeys can cause experimental 
lesions resembling E.M.F. in man. The Mengo 
encephalomyelitis virus isolated by Dick, Haddow, Best, 
and Smithburn (1948) from the Mengo district of 
Uganda is closely akin to the E.M.C. virus. It is clearly 
impossible to dismiss the virus hypothesis, but if, as 





Williams ef al. point out, such is the case, the early 
lesion may well be found among the minor physical 
illnesses of obscure aetiology rather than among those 
with manifest heart disease. 

The allergic hypothesis has really very little to support 
it. Eosinophilia, on Which much emphasis has been 
placed, is inconstant and often more readily explicable 
on the basis of parasitism. Though advanced E.M.F. 
in some ways resembles chronic rheumatic carditis in 
its capacity to distort—but not stenose—valves, the 
resemblance is not close, and if it be eventually shown 
to have a causal affinity with cardiac rheumatism then 
the current concept of that disease will have to be 
radically revised. 

That the disease is due to an effect of one or more of 
the many forms of parasitic infections in Africa must 
clearly be considered. Long-standing severe anaemia is 
unlikely to be a cause, as anaemia is just as severe 
in India and China. Schistosomiasis is widespread in 
Africa, but so it is, and of greater severity, in South-east 
Asia; furthermore, it is very severe in Egypt, where 
apparently E.M.F. is not prominent. There seems to be 
grave objection to regarding any of the known parasites 
as playing a part, but then not all parasites, or the life- 
cycles of all parasites, are yet known. 

Though there is really no evidence whatsoever for 
incriminating an inborn metabolic error such as causes 
sicklaemia, etc., our knowledge of this type of bio- 
chemical abnormality is so rudimentary that an open 
mind must be preserved. In any case, the disease seems 
too widespread throughout Africa to make this likely. 
African peoples are so diverse and their migratory 
movements so relatively slight compared with other 
continents that community of genetic structure cannot 
be great. A dark skin, which is a merciful provision 
for the climate, seems to be about all the peoples of 
Afr‘ca have in common. 

That the condition could be due to some specific 
poison present either in food or taken for medicinal 
purposes has hardly received consideration, though I 
think it is not altogether fanciful. That chemical factors 
can cause pathological changes in vascular tissues is now 
established. The veno-occlusive disease of the West 
Indies seems to be due to specific toxins of the Crotalaria 
group present in the bush teas which are widely used 
in the mistaken belief that they are medicinally beneficial 
(Bras, Berry, and Gyérgy, 1957). Hepatic venous 
occlusions are also known to result from the toxic 
alkaloid retrorsine from one of the Senecio group 
(Davidson, 1935 ; Selzer, Parker, and Sapeika, 1951). It 
may well be that among the innumerable vegetable 
products eaten throughout Africa there are substances 
present, perhaps only at certain phases of the plant’s life- 
cycle, which can cause specific myocardial damage. That 
a substance normally present in the body when produced 
to excess can cause organic changes in the heart is shown 
by the thickening of the cusps of the pulmonary valves 
and the narrowing of the right ventricular outflow tract 
which is sometimes seen in patients with massive hepatic 
metastases from a carcinoid tumour. The cardiac 
changes are thought to be due to the large amounts of 
5-hydroxytryptamine (serotonin) which the tumour 
produces. 

In this connexion let me introduce a fanciful note. 
Late one night recently, with the problem of E.M.F. not 
far below the surface of the conscious, I was reading 
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a review of serotonin in relation to disease and came 
across the information that bananas contain considerable 
amounts of serotonin—so much so that after their 
consumption the urine gives a positive reaction for the 
presence of 5-hydroxy-indole-acetic acid. There 
suddenly flashed into my mind a picture of Uganda 
with its universal banana-trees. In fact, the banana is 
it one and the same time the blessing and the curse 
of that country, as so many of the population eat it to 
the almost complete exclusion of other things. This 
sudden rosy dream faded, however, when I realized 
that the quantities of serotonin in the blood-stream due 
to eating bananas could hardly compete with those in 
carciaoid tumour; furthermore, the changes in E.M.F 
are present in both the right and left heart, whereas the 
heart changes in carcinoid are limited to the right 
ventricle. Indeed, the lungs have the property of 
destroying serotonin. Yet the possibility of harmful 
substances in food cannot lightly be dismissed. 

Though we have identified most of the agents causing 
immediate severe damage, the possibly harmful long- 


term effects of slow-acting poisons are almost 
inexplored. Who would have thought a few years ago 
that any possible hurt could lurk in much-prized 


* protective " foods such as cream, butter, and eggs. 

E.M.F. has been produced experimentally in rats by 
Selye (1958) by subjecting them for 30 days to daily 
injections of 50 yg. of the cortico‘'d 2a-methyl-9a- 
chlorocortisol along with NaH,PO,@H,O, which 
constituted 1% of their drinking-water. This results 
in myocardial necrosis localized predominantly in the 
subendocardial layers. After the corticoid and sodium 
were stopped the necrosis healed, with the formation of 
thick scar tissue, producing a condition resembling 
E.M.F. The development of myocardial necrosis could 
be prevented by giving magnesium salts (1 mM. of 
MegCl,a6H,O twice daily by stomach-tube). These 
observations are of great interest, but their relevance. 
if any, to the lesion in man is not clear. Selye suggests 
that it may be a “stressor” reaction 


Possible Investigations 

Ihe many possible approaches to the problem of 
E.M.F. fall broadly into two groups, those which consist 
of the intensive study of the individual case using all the 
resources of medical science. Not only must the patient 
be assessed clinically by physical examination, but 
electrocardiographic and haemodynamic studies are 
essential. His general physical state with reference to 
the pattern of his blood proteins, his immunological 
responses aS measured by anti-streptolysin _ titres, 
C-reactive proteins, etc., the amino-acids excreted in the 
urine, and the possible presence of 5-hydroxy-indole- 
icetic acid and much else, must all be studied. As much 
as possible of his history and the nature of his environ- 
ment, particularly in respect of his diet, “ medicine,” 
etc., and the health of his relatives, must be ascertained. 
The parasites he harbours should be known and the anti- 
viral pattern of his blood studied. When death claims 
him the necropsy should be as complete as possible. 
There are formidable difficulties in the way of all this, 
not the least of which is the necessary co-operation of 
the patient. In fact, a real insight into his environment 
can be gained only by an investigation by his own 
people, speaking his own tongue. 

This is particularly important in a search for possible 
toxins present in native medicine. In fact, this problem 
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could be studied very satisfactorily by an African who 
was “doubly” qualified—that is, had first of all been 
trained as a “ native” doctor and then as an orthodox 
doctor with special training in pharmacology and 
toxicology. Lastly in this respect, examples of the 
syndrome must be followed throughout the whole course 
of the disease. 

Very promising work on these lines is already in 
progress at Makerere College in Uganda under 
Professors Williams and Davies and their colleagues, 
and at Ibadan in Nigeria, where Dr. Abrahams is deeply 
engaged in such a study. Dr. Wallace Brigden, of the 
National Heart Hospital, London, is shortly going to 
Ibadan to spend some months working im collaboration 
with Dr. Abrahams. 

The other approach is “ horizontal” in the sense that 
the incidence of the syndrome is studied in relation to 
location in time and space. The time factor of incidence 
must be related to cyclical and random events in the 
environment such as climate. Seasonal changes in food- 
stuffs, particularly those of vegetable origin, might reveal 
the presence at certain times of some vegetable toxin. 
Climate has obvious relationships to infections. The 
religious and ceremonial life must be studied, as this 
might involve the ingestion of toxins, though we already 
know that the condition is so widespread and tribal 
beliefs and rituals vary so much that a common causal 
denominator in this field seems unlikely. All this work 
is immensely difficult in a vast underdeveloped continent 
like Africa. It is a continent of numerators with very 
few denominators. In the absence of comprehensive 
registration of births and deaths one never knows the 
“number at risk.” Ages are unreliable; indeed, a 
patient can easily be admitted on several occasions to 
the same hospital and registered under a different name 
each time, not because of any deliberate deceit but to 
the inability of an alien alphabet to express adequately 
the subtleties of a purely spoken language. 

What a rich harvest of valuable information awaits 
the development in Africa of a way of life in which a 
stable community has a modern comprehensive medical 
service which observes individuals from birth to death. 
This demands doctors who spend their active working 
lives in the commun'ty, a.circumstance which it is almost 
impossible to secur with an expatriate medical staff. 
It can be achieved only by doctors derived from the 
community itself. The attainment of such a state of 
affairs will inevitably be accompanied: by profound 
changes in the environment of the people, especially in 
respect of hygiene and nutrition, so that the results of 
study will not be closely comparable to the state as it 
exists now. One cannot treat man as an experimental 
animal by changing nothing except the standard of his 
medical care. From the point of view of scientific 
knowledge one must face the risk that modernization 
may banish a disease before its aetiology is uncovered 

Another important horizontal line of study of a 
syndrome such as E.M.F. is for the same team to study 
the problem in widely scattered areas. This is the only 
satisfactory method of ensuring that reports from 
divergent areas mean the same thing. Travelling widely 
as I did in Africa, most of the doctors I met, while they 
know a great deal about a particular problem in their 
own locality, had not had the opportunity of making 
comparable studies in other distant territories. In some 
respects the peripatetic observer sees more of the game 
than the players. I understand that Dr. Abrahams, of 














Dec. 12, 1959 


TROPICAL CARDIOLOGY 


1277 


BRITISH 
MEDICAL JOURNAL 








Ibadan, is shortly to undertake such a study of E.M.F. 
in several widely separated parts of Africa. 

In conclusion I need hardly emphasize the absolute 
necessity for team-work between the clinician, 
laboratory worker, and epidemiologist; in fact, the 
clinician must have a good grounding in epidemiology 
and the epidemiologist should be in substantial measure 
a Clinician. 

ADDENDUM.—At the Conference in Colombia it became 
apparent that an important cause of mvocardial fibrosis is 
Chagas’s disease (Trypanosoma cruzi infection), in which, 
while the infection is often contracted in childhood, cardiac 
failure may not supervene until middle life. Histologically, 
tissue reaction seems to differ from African E.M.F. in that 
it is much more cellular: indeed, it is essentially an 
inflammatory reaction. It is clear that a careful study is 
necessary of the distribution of cases of African E.M.F. in 
relation to exposure to T. gambiense and T. rhodesiense 
infection. 
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Starting nearly 100 years ago with one rowboat, one 
medical officer, and one sanitary inspector, the City of 
London Corporation as Port Health Authority of the Port 
1f London has gradually built up a comprehensive Port 
Health Service, whose main preoccupation is with imports— 
imports of food and imports of disease. By a day and night 
watch on shipping, including ships from the Far East, 
dangerous and infectious diseases are prevented from 
entering into the Port of London and beyond that to greater 
London and the United Kingdom itself—15,000 ships from 
foreign lands enter the Port of London every year. No 
case of smallpox has arrived in the port since 1951, and 
for at least the last 50 years there has been no outbreak 
of smallpox in the United Kingdom that could be attributed 
to any smallpox admitted through the port. There is also 
a regular spot check on foodstuffs entering the port, which 
is by far the greatest importing port in the United Kingdom 
—for instance, 85% of Britain’s meat supplies enters the 
Port of London. Similarly the Corporation’s elaborate 
system of rodent control in the port helps to prevent the 
spread of infectious diseases and the contamination and 
destruction of foodstuffs. These parts of the Corporation 
Port Health Service, like the Quarantine Service at the 
entrance to the port, are of benefit not only to greater 
London but to the nation as a whole. (“ The Work of the 
Port of London Health Authority”: Dr. J. Greenwood 
Wilson, at the Royal Institute of Public Health and 
Hygiene.) 
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Chronic bronchitis is a major cause of industrial 
invalidism in the United Kingdom resulting, for example, 
in the loss of 22 million male working-days between 
June, 1955, and June, 1956, or about 25% of all male 
sickness incapacity. Therefore any measures which can 
be adopted to reduce this enormous morbidity, with its 
consequent drain on the national economy, must be 
assessed as accurately as possible. 

In addition to infection, many complex factors, such 
as climate, atmospheric pollution, heredity, and social 
and occupational habits, operate in the causation of 
chronic bronchitis. These have been reviewed in three 
recent books (Stuart-Harris and Hanley, 1957 ; Ogilvie 
and Newell, 1957 ; Oswald, 1958) and require no further 
comment here. The infective element is most 
obvious in acute exacerbations which are responsible 
for much of the invalidism. The association of 
Haemophilus influenzae and the pneumococcus with 
these exacerbations is now well recognized (May, 1953 ; 
Stewart, 1959). Eradication of these pathogens from 
the bronchi might prevent further destruction of 
already damaged broncho-pulmonary tissue, thus 
reducing recurrent winter ill-health and ultimately 
prolonging life (L. M. Reid, 1955, 1956). For this 
reason much attention in recent years has been paid to 
the treatment of patients suffering from chronic 
bronchitis with various forms of long-term chemo- 
therapy. 

Continuous administration of tetracyclines during the 
winter months has given good results (Heim er al., 
1956; May and Oswald, 1956; Moyes and Kershaw, 
1957 : Buchanan et al., 1958 ; Edwards and Fear, 1958 : 
Moyes and Kalinowski, 1959). But there is _still 
uncertainty about the selection of patients, the optimal 
dosage, and the justification of the expense involved 
(Elmes et al. 1957; Stuart-Harris, 1959). Further, the 
administration of broad-spectrum antibiotics for long 
periods may lead to the overgrowth of resistant micro- 
organisms within the host (Williams, 1954), and their 
dissemination among patients outside hospitals, 
especially in the case of Staphylococcus aureus, is a 
potential hazard. 

The epidemiological significance of such a spread of 
staphylococci in the community is not known and 
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remains a matter of controversy (Rountree and 
Rheuben, 1956). 

In an attempt to throw further light on the problems 
involved in the management of chronic bronchitis with 
continuous chemotherapy, two “ double-blind ” trials of 
continuous tetracycline and oxytetracycline (“ terra- 
mycin”) therapy were undertaken during the periods 
October | to March 31, 1957-8 and 1958-9, respectively. 
In the earlier period 23 patients were observed, and in 
the later period 75 patients, including 20 from the 
previous winter. The clinical and bacteriological results 


of these trials are reported here. 


Materials and Methods for Both Trials 


Clinical 

The patients were drawn from general practices and 
were known to live and work in the vicinity of the Royal 
Infirmary and the University of Edinburgh. Each had 
suffered from chronic bronchitis for five years or more, 
characterized by a persistent cough, exertional dyspnoea, 
and recurrent winter invalidism due to acute 
exacerbations of the disease. The history, fu'l clinical 
examination, and chest radiography excluded con- 
comitant disease. Assessment of the disease in each 
patient was recorded on a form (see Chart), and was 
completed during the months of September, 1957, and 
September, 1958. 


INITIAL ASSESSMENT CHART 
Name: Age: Occupation: 
Address: Weight : 


Approximate duration of bronchitis: 
Smoking habits: 


Respiratory disability (Sinclair, 1955) I Grade 1 


Aw 


II Frequency of cough: 
(a) a.m. only 
(b) continuous 
Physical disability : 
Time lost from work during winter of 1956-7, 1957-8 
(amplify for earlier years if possible) 


Sputum: I Rough estimate of 24-hr. volume 


If Usual character of sputum: (a) clear 
(b) mucopurulent 
(c) purulent 

III Bacteriology 


General health: 1. Appetite: (a) normal 
(b) impaired by nausea and retch- 
ing after coughing. 


2. Bowel function: 
3. General remarks: 
Physical Examination: 
Chest Radiograph: 


During the periods October 1 to March 31, 1957-8 
and 1958-9 the patients were seen at fortnightly intervals 
after their normal working hours in one room of the 
clinical laboratory in the Royal Infirmary, which was 
not part of the main hospital building and which was 
used almost exclusively for the investigation of patients 
suffering from metabolic diseases. The patients were 
instructed to contact the hospital if they became ill, 
and were then attended to in their homes by one of us as 
well as their family doctor. The patients were managed 
at home and recourse to hospital admission was not 
made. The family doctor had previously agreed to 
withhold specific therapy in these instances. 


CHRONIC BRONCHITIS 


Bacteriological 

Sputum.—Patients were instructed to produce an early 
morning specimen of sputum in a sterile 2-0z. (60-ml.) 
honey-pot and hand it in to the laboratory within two 
hours of expectoration. At least two specimens from 
each patient were examined in September, 1957, and 
September, 1958. Thereafter specimens were obtained 
at fortnightly intervals, or more often if clinically 
indicated, 

Examination of Sputum. — Each specimen was 
examined with the naked eye and classified as mucoid. 
mucopurulent, or purulent. The specimen was divided 
into two ; One part was homogenized by the addition of 
an equal volume of 1% pancreatin solution and 
incubated at 37° C. for one hour (Rawlins, 1953, 1955). 
Both the homogenized and untreated portions of 
sputum were examined as follows: (a) Standard loopfuls 
were transferred to measured areas on glass slides and 
smears of uniform thickness were made. These were 
Gram and Leishman stained. Microscopical counts 
of the morphological types of bacteria present and 
estimations of the cellular exudate, including eosinophils, 
were obtained. (b) Standard loopfuls of sputum were 
transferred to a_ selection of culture media which 
included blood-agar, heated blood-agar, and milk-agar 
(Mackie and McCartney, 1953); these were spread 
uniformly over the surface of the plates so that an 
approximate count of the numbers of each colony type 
could be made. (c) The antibiotic sensitivity of the 
micro-organisms present in each specimen was deter- 
mined by the disk-diffusion test (Gould and Bowie, 
1952). The disks were placed on one of the diagnostic 
blood-agar plates at the time of initial inoculation. When 
necessary the results of these tests were confirmed on 
subcultures of the individual species. (d) Subcultures of 
each species isolated were examined for fuller 
identification. 

Nasal Swabs.—The anterior nares of each patient were 
swabbed on two occasions in the assessment period and 
thereafter at six-weekly intervals throughout each 
winter. Similar swabs were also taken from the medical 
personnel coming into contact with the patients. These 
swabs were cultured on milk-agar for the detection of 
Staph. aureus. 

Faeces.—Samples of stool were obtained from each 
patient at time intervals corresponding to the nasal 
swabs. Additional specimens were obtained if a paticnt 
complained of diarrhoea. The stools were plated on to 
MacConkey medium and salt-milk-agar. Approximate 
counts of the faecal flora were made and colonies 
selected for antibiotic sensitivity testing. Colonies 
of Staph. aureus, if present, were compared by 
bacteriophage-typing with those isolated from the nose 
swabs. 

Examination of Dust.—Airborne and settling dust in 
the room used for seeing the patients was examined for 
Staph. aureus by air-samp'ing and _ settling-plate 
techniques (Wallace and Duguid, 1952). The aerial 
staphylococci were compared with those obtained from 
the patients. 

Clinical Material and Methods Peculiar to 1957-8 

The initial assessments of the 23 patients made in 
September, 1957, are shown in Table I. This also shows 
how the treatment groups were allotted by the 
randomization method of Bradford Hill (1955). 
Contemporary reports in the literature (English ef al., 
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1956; Fairbrother and Southall, 1957; Welch, 1957) 
suggested that a combination of oleandomycin and 
tetracycline delayed the emergence of antibiotic 
resistance, particularly in respect of Staph. aureus. 
Therefore “ sigmamycin ” (167 mg. of tetracycline and 
83 mg. of oleandomycin in each capsule) was chosen as 
the active agent. The inactive capsules contained 
lactose. 

Treatment was begun on January 1, 1958, and 
consisted of one capsule four times daily until March 
31. The capsules were identical in appearance, neither 
the clinician nor the patient being aware of their 
contents. Those patients who by chance drew treatment 
in group A received the inactive preparation ; those in 
group B the active preparation. Eleven patients drew 
A and 12 drew B. If a “head cold” developed the 
patient was asked to increase the number of capsules to 
six a day, and if looseness of the stools occurred, to visit 
the clinician, so that the severity of the diarrhoea could 
be assessed and stools obtained for culture. Details of 
the time each employed patient lost from work owing to 
bronchitis was recorded throughout the winter. The 
character of the sputum as assessed by the patient was 
noted at each visit to the clinician. If the patient 
described his phlegm as “white and clear” this was 
recorded as mucoid, and similarly “ yellow” as muco- 
purulent, and “green” as purulent. These comments 
were compared with the bacteriologists’ findings after 
the end of the trial, or sooner if the patient was 
withdrawn from the trial because of clinical illness. 

Bacteriological Methods.—Specimens of sputum, 
antenor nasal swabs, and faeces were examined as 
described. These specimens taken before January 1, 
1958, were thus pretreatment specimens. 





Clinical “laterial and Methods Peculiar to 1958-9 

The same initial assessments were made for 75 patients 
in September, 1959. These are shown in Table II, which 
also shows the allotment to treatment groups. During 
the previous year there were reports in the literature of 
cross-resistance between oleandomycin and erythromycin 
(Garrod, 1957; Jones and Finland, 1957a, 1957b). It 
was therefore decided to employ oxytetracycline alone 
as the active agent, and this was drawn by those in group 
A, group B receiving identical capsules containing 
lactose. Treatment consisted of one 250-mg. capsule 
four times daily from October 1, 1958, to March 31, 
1959. Instructions to the patients were similar to those 
of the previous year. 

Bacteriological Methods.—Similar investigations were 
carried out as in 1957-8 with the addition of serological 
examination of specimens of sera taken in October, 1958, 


during the treatment period after any exacerbation, and 
again after the completion of treatment. The sera were 
titrated for agglutinating, and complement-fixing 
activities against strains of H. influenzae isolated from 
the corresponding patients. An attempt was also made 
to ascertain the role of the influenza viruses A, B, and 
C, and the adenoviruses in the production of acute 
exacerbations of chronic bronchitis by measuring the 
presence of antibody in the sera of these patients. 
Specimens of venous blood were taken at the end of 
November, 1958, and in March, 1959. Additional 
specimens were taken during convalescence from any 
patient with an influenza-like illness. 


Results from Both Trials 


Clinical Aspects 

During both winters the assessment of each patient 
was based on the subjective and objective findings 
entered at each fortnightly interview on a tabulated 
facsimile of the case record (see Chart). The patients 
were recorded as “improved,” “unchanged,” or 
“worse” at each assessment, and a similar overall 
assessment was made at the end of each winter. 


The smoking habits of all the patients were unchanged 
throughout both winters. Subjectively the patients who 
received the active preparations were improved as 
regards appetite, frequency of cough, and exertional 
dyspnoea much more often than those receiving the 
inactive preparation. Acute exacerbations of bronchitis 
which caused a marked increase in cough, with the 
production of copious mucopurulent or purulent 
sputum, increase in dyspnoea, and constitutional upset 
sufficient to force the patient to bed were considered to 
be a failure of treatment. Similarly, the development 
of side-effects severe enough to cause the patient distress 
was also considered a failure of treatment. Withdrawals 
from the trials were determined on the basis of the 
following factors: (a) the development of other disease : 
(b) the family doctor’s decision to change treatment ; 
and (c) default by the patient. 


Bacteriological Aspects 

The bacteriological results were obtained in complete 
ignorance of the clinical findings except where it was 
imperative that the clinician have the information for 
the treatment of the patient. The nature and relative 
numbers of the species of bacteria in each specimen of 
sputum were used to assess the progress of the patients. 
If the flora remained the same in a series of specimens 
the patient was regarded as unchanged. A recording 
of worse was made if one or more of these organisms 


TasBLe I[.—Initial Assessment of Patients, 1957-8 



























































Treat- No. of Age Group | Sex Social Grade | Years of Bronchitis | Dyspnoea Grade 
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Taste Il.—Jnitial Assessment of Patients, 1958-9 
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appeared in large numbers, and improved if they dis- 
appeared. Particular attention was paid to the incidence 
of H. influenzae, the pneumococcus, Staph. aureus, 
streptococci groups A, C, and D, and coliform strains, 
and their association with purulence in successive 
samples of sputum. 

H. influenzae was isolated more frequently and in 
larger numbers from homogenized than from untreated 
specimens of sputum. The numbers of pneumococci, 
streptococci, and coliforms were often smaller in the 
homogenized specimens. The fullest information was 
obtained by comparing cultures prepared by both 
methods. The results given below are thus combined 
observations. 

H. influenzae was isolated from more than half of all 
purulent specimens of sputum, less than one-third of 
mucopurulent specimens, and one-tenth of mucoid 
specimens. . Similarly, the pneumococcus was isolated 
much more often from purulent sputa, but Staph. 
aureus, coliform species, and _ streptococci were 
isolated almost as frequently from mucoid sputa 
(Table III). The patients’ estimates of the character of 
their sputa agreed with that of the bacteriologist in 
only one-third of all specimens. Microscopical 
examination confirmed the nature of the exudate, and 
in only one instance were eosinophil polymorphonuclear 
cells present in large numbers. 

Taste Il.—Frequency of Isolation of Micro-organisms from 
Specimens of Sputa from Patients Who Did Not Receive 


Antibiotic 


Percentage of Specimens from which Micro-organism 








Isolate 
Micro-organism Purulent Mucorurulent Mucoid 
| Sputa Sputa Sputa 
| 1957-8 | 1958-9 | 1957-8 | 1958-9 | 1957-8 1958-9 
H. influenzae | 40 | $8 | 29 0 | #17 15 
Pneumococcus 5S | 37 —-— | a 26 15s 
Staph. aureus 21 4 6 10 4 11 
Siv. pyogenes | 0 2 0 | 3 2 4 
Coliforms and pro- | | 
teus 7 6 2 4 1 j 8 
a ee = ——EEi | {—— 
Total No. of speci- | | | 
mens 42 106 93 284 75 ; 191 
| 


Statistical Aspects 
rhe allotment of the patients to two treatment groups 
by randomization has approximately balanced out any 
variable features over both trial periods. Accordingly 
it has been possible to compare results obtained from 
the treated and untreated groups in each winter by 
statistical analysis. 


Results, 1957-8 


Clinical 

Eleven of the 12 patients who received the active 
preparation during the period January to March, 1958, 
were clinically improved and one remained unchanged. 
Ten did not lose any days from work, and the remaining 
two iost only five days. But during the observation 
period (October-December, 1957) 6 of the 12 patients 
lost 90 days. In contrast only one of the 11 patients 
who received the inactive preparation was clinically 
improved, while the remainder got worse. Nine of these 
latter lost 153 days from work during the treatment 
period and 5 lost 97 days during the observation period. 
The figures for the days off work because of bronchitis 
in these patients as supplied by the Ministry of Labour 


and National Insurance were unreliable, showing a gross 
discrepancy when compared with the actual times that 
the patients were known to be off work. Because of 
this, comparison of the invalidism in the winters before 
the trials with the trial periods themselves was obviously 
impossible. 

If a particular person is away from work one day 
because of bronchitis it is likely that he will be away 
on the following day. It is therefore more informative 


Taste 1V.—Patients Off Work Because of Bronchitis During 
Observation Period October-December, 1957 


No. of Patients Allotted to 











' 
Time Lost Total 
| Group A ! Group B | 
Some days . oe arias | 11 
oO Tv) | 6 6 | 12 
fol... aT 12 23 





These figures are the nearest whole numbers to the “ expected " values, so 
that there is no significant difference between the two groups. 


Taste V.—Patients Off Work Because of Bronchitis During 
Treatment Period January-March, 1958 





No. of Patients Receiving 














Time Lost -———-| Total 
Inactive Capsules | Active Capsules | 
Some days 9 2 il 
No oe 2 | 10 } 12 
Total il | 12 23 


Comparison of the two treatment groups by the ‘exact test gives P= 
0-00278, so that the difference in favour of active capsules is highly significant. 





to compare the number of people who lost days off work 
with the number who lost none, rather than the total 
days lost by the groups. Table IV shows that there is 
no statistical difference between the two groups in the 
number of patients losing days from work during the 
observation period, while Table V shows a significant 
difference in favour of active treatment 


Bacteriological 

Of the 12 patients receiving active treatment 11 were 
recorded as improved and 1 as worse. All of the 11 
patients on inactive treatment were recorded as worse. 
The frequency with wh'ch-H. influenzae, pneumococcus, 
Staph. aureus, and coliform species were isolated from 
these patients’ sputa is detailed in Table VI. It is clear 
that both H. influenzae and the pneumococcus were 
isolated much more frequently from those receiving 
inactive treatment (see also Fig. 1). Staph. aureus was 





TaBLe VI.—Frequency of Isolation of Micro-organisms from 
Patients During the Period January | to March 31, 1958 
No. No. | 
Isolation Receiving ' Receiving | , 
of Inactive Active | P Value 
| Capsules | Capsules 
H J | Frequent .. - j 9 a 2 | 
influenzae \ Infrequent or absent 2 | 10 | 000091 
Pneumo- f| Frequent .. ~ | | 4 ae 
coccus ‘| Infrequent or absen 0 8 iS 0-00101 
H. influenzae (| Frequent 9 1 | 
+ 4 | > 0-00059 
pneumococcus || Infrequent or absent 2 | 1 | 
Staph. {| Frequent . 7 | 1 } 
aureus | Infrequent or absent 4 11 0-00841 
| 
, ‘| Frequent ‘ 4 3 } 
Coliforms sf Infrequent or absen 7 9 |r oa 


P is calculated by “ exact” test. Difference significantly in favour of active 
treatment for H. influenzae, pneumococcus, H. influenzae plus pneumococcus, 
and Staph. aureus. 
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Taste VII.—Numbers of Patients who had Sigmamycin-resistant 
Micro-organisms in Their Sputum During Winter 1957-8 


| 
No. of Patients with Sputa Containing 
Sigmamycin-resistant Strains 
Micro-organism } 











During Treatment With 








Before 

Treatment Active Inactive 

Capsules Capsules 
H. influenzae it 0 2 [ 0 
Pneumococcus 0 | 0 0 
Staph. aureus 0 | 2 0 
Str. pyogenes 0 0 | 0 
Coliforms . . aa 0 2 0 

j _ | = 

Total No. of patients .. | 23 1 | 12 





isolated with a significantly higher frequency from the 
sputa of those receiving active treatment but coliforms 
were not. 

Antibiotic Sensitivity. — Details of sigmamycin- 
resistant strains isolated from the patients, both before 
and during treatment, are shown in Table VII. No 
pre-treatment strains were resistant to sigmamycin, but 
several strains of staphylococci and coliforms resistant 
to this antibiotic combination were isolated from the 
patients receiving it. The strains of Staph. aureus 
recovered from the sputa of patients known to be nasal 
carriers were identical to those from their nares. Anti- 
biotic-resistant strains when isolated from carriers did 
not correspond to their carrier strains, and in most cases 
corresponded in phage type to those isolated from the 
hospital environment. 

Twenty patients who were treated during both winters 
were bacteriologically investigated in the summer of 
1958. Eleven of them had received active treatment 
during the first winter. Of these, 4 had sigmamycin- 
resistant strains of bacteria predominant in their sputa 
in April, 1958. When re-examined in September, 1958, 
none of these strains had persisted and the flora in each 


patient was similar to that found in September, 1957. 
From the bacteriological point of view, therefore, these 
patients were regarded as untreated at the beginning of 
the second winter. There was no change in the flora of 
the nine patients receiving the inactive preparation. 


Results, 1958-9 
Clinical 


Of the 35 patients receiving active treatment, 26 
completed the course: 23 were improved, 2 were worse, 
and 1 failed treatment because of persistent nausea. The 
remaining 9 were withdrawn for the following reasons : 
3 defaulted, 2 left the area, 2 developed other diseases— 
namely, acute pancreatitis and cerebral thrombosis— 
and 2 had their treatment changed by their family 
doctor. Twenty-two did not lose any days from work, 
while four lost 210 days. In contrast, only 19 of the 
40 patients receiving inactive treatment completed the 
course and were clinically unchanged, though 10 felt 
better in themselves. Twenty of the remainder had 


TaBLe VIII.—Patients Off Work Because of Bronchitis During 
Treatment Period October-March, 1958-9 








| No. of Patients Receiving 
' 





Time Lost j ren Total 
Active Capsules | Inactive Capsules | 
Some days ea 13 27 40 
No - ie 22 13 35 





Tol... | 3 | 40 | 75 





: Comparison of the two treatment groups: x?=6-91, giving 001 >P>0-005, 
a significant difference in favour of the active capsules. 


acute exacerbations and required antibiotic treatment ; 
| defaulted. Thirteen of the 19 patients completing 
the course lost no days from work, while the 26 
remaining patients lost 358 days. Table VIII shows 
again a significant difference in favour of active treat- 

ment by comparing the number of people 
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Fic. 1.—Charts showing number of hours a week when visibility and temperature 
were within certain ranges, and the percentage of specimens each week from which 


organisms were isolated. 
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who lost some days with those who lost 
none. 

Patients in dyspnoea grades 3, 4, and 5 
were more liable to acute exacerbations 
of their disease. Sixteen of 23 patients 
who had acute exacerbations in both 
groups did so during the months of 
January and February, 1959, when the 
incidence of cold and fog was much 
higher than in the other winter months of 
1958-9 (see Fig. 1). 


Bacteriological 

Of the 26 patients completing the 
course of active treatment, 20 were 
recorded as improved, 2 as unchanged, 
and 4 as worse, including the 2 who were 
clinically worse. Of the remaining 9 
patients up to the time of their with- 
drawal, 7 were improved and 2 were 
worse. In contrast, of the 19 patients 
completing the course and receiving 
“dummy ” capsules, only 1 was improved, 


L 5 + 
i Al A | Be -4 3 were unchanged, and 15 were worse. 
Hi ine H i i bi T= e has The remaining 20 patients in this group 
o+ 4 : 


TREATED GROUP 


were all worse, and were considered as 


Lititiitiiiiiiiiis failures of treatment. The frequency 
with which H. influenzae, pneumococcus, 
Staph. aureus, and coliform strains were 
isolated from the patients’ sputa is 
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detailed in Table IX. The results clearly show that 
il. influenzae and the pneumococcus had the same 
significance as in the previous winter. H. influenzae, 
however, was isolated relatively more often and the 
pneumococcus less often than in the previous winter 
(Table IID. The former organism was most often 
isolated during the cold and foggy period (see Fig. 1). 
Neither Staph. aureus nor coliform strains were isolated 
with significantly higher frequency from either treatment 
group. 

The number of patients with sputa containing 
oxytetracycline-resistant strains is shown in Table X. 
Strains of several species resistant to oxytetracycline 
were isolated, the greatest number appearing in patients 
receiving this antibiotic. It is particularly noteworthy, 
however, that strains of Staph. aureus resistant to 
oxytetracycline were isolated as often from patients 
receiving the inactive preparations as those treated with 
oxytetracycline. The majority of the resistant strains 
were of a single phage pattern—namely, 42B/52/80— 


Taste IX.—Frequency of Isolation of Micro-organisms from 
Patients During the Period October 1, 1958, to March 31, 1959 








No. | No. Re- | 
Isolation | Receiving | ceiving | 1 P 
of | Inactive | Active x Value 
| Capsules Capsules | 
fi Frequent 27 4 | | 
H. influenzae < | Infrequent } 21-96 <0001 
L} or absent 13 | 31 
f} Frequent 18 > | r| < 0-005 
Pneumococcus < | Infrequent | 10-55 
{| orabsent| 22 , 32 | >0-001 
| 
H. influenzae | Frequent 17 3 <0-005 
+ {| Infrequent 931< | 
pmeumococcus | or absent 23 32 | L| >0-001 
[| Frequent | 10 9 |) Nearest whole 
Staph. aureus < | Infrequent } numbers to 
L| or absent 30 26 “ expected ” values 
¢| Frequent i" 9 i) 
Coliforms | Infrequent | o 
| or absent | 29 26 J 


Differences significantly in favour of active treatment for //. influenzae, 
pneumococcus, and H. influenzae plus pneumococcus. 


Taste X.—Number of Patients Who Had Oxytetracycline-resistant 
Micro-organisms in Their Sputum During Winter 1958-9 


No. of Patients with Sputa 
Containing Oxytetracycline-resistant Strains 


Micro-organism During Treatment With 








Before | 

Treatment Active Inactive Inactive 

Capsules | Capsules + Active 
Hi influenzac 0 4 0 3 
Pneumococcus 0 0 0 0 
Staph. aureus 2 | 6 6 3 
Sir. pyogenes 0 0 0 0 
Coliforms | 5 3 5 4 
Total No. of patients) 75 35 (9) 19 (1) 20 


Numbers in parentheses refer to withdrawals from the trial who were not 
given antibiotic thereaficr (sce text). 





Taare XI.—Occurrence of Staph. aureus in Nares and Faeces of 
45 Patients Completing Course of Treatment During Winter 
1958-9 

No. of Persons with Staph. aureus 
Before After Treatment with — 
Treatment Active Capsules | Inactive Capsules 
os or | os | OR | Os | oR 

— ee ee eee eee ee eee 

In nares 9 2 4 2 | 4 1 

»» faeces 5 0 3 s 7 4 0 


OS ~ Oxytetracycline-sensitive. OR = Oxytetracycline-resistant. 
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Fic. 2.—H. influenzae antibody titres of sera. 


and resistant to multiple antibiotics. This strain was 
isolated from the dust of the room in which these 
patients were interviewed but not from the medical 
personnel using the room. The number of staphylo- 
coccal nasal carriers did not increase during the winter, 
nor did the proportion of those harbouring oxytetra- 
cycline-resistant strains. Only two specimens of stools 
from the patients receiving oxytetracycline yielded 
Staph. aureus resistant to this antibiotic, and none from 
the patients on the inactive preparation (Table XI). 

The serum antibody titres for H. influenzae were 
measured in the patients during the second winter and 
compared with those found in healthy adults. The 
results of these are shown in Fig. 2. There is a close 
similarity in the titres of sera from patients whose sputa 
did not contain H. influenzae and those of healthy 
adults. Most of the sera from patients with this 
organism in their sputa had much higher antibody 
titres. ; 

The antibody titres to influenza virus A, B, and C, 
and the adenovirus group in the sera of 45 patients who 
completed the course of treatment, are shown in 
Table XII. In five patients an attack of virus influenza 
was suspected on clinical grounds ; in two of these there 
was a sign’ficant rise of antibody titre to virus A and 
in one to C, but in the remaining two no rise was 
demonstrable. In the remaining 40 patients in whom 
there was no reason to suspect clinical influenza, 29 
showed negative serological findings. However, 11 of 
this group appear to have contracted subclinical virus 
infection, because two showed antibody rise to virus A, 
five to B, three to C, and one to the group antigen of 
the adenovirus group. 


Taste XII.—Antibody Titres in Sera of 45 Patients Observed 
During Entire Period 1958-9 
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Correlation of Clinical and Bacteriological Results 


There was good correlation at any given time between 
the clinical state of each patient and the degree of 
purulence of the sputum, the presence or absence of 
H. influenzae and/or the pneumococcus (Table XIII). 
Acute exacerbations of bronchitis were usually 
associated with the appearance of large numbers of these 
species in the sputum. 


TasLe XIII.—Correlation of Clinical and Bacteriological Findings 
Over Both Winters in 98 Patients 





Clinical Correlation with 











Purulence | Bacteriological Findings 
Agreed | Disagreed Agreed | Disagreed 
68% 32% | 19% | 21% 





TaBLe XIV.—Side-effects of Treatment Observed in Both Winters 





| 
| 1957-8 1958-9 





Side-effect 
Capsules | Capsules Capsules | Capsules 





Active Inactive | Active Inactive 
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Nausea . 
Diarrhoea* persistent 

oe transient 
Abdominal colic } 
“ Black tongue”. | 
Pruritus ani | 
Skin rash 
Vomiting 


| 
| 
| 
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* The term “ persistent” describes the passage of loose ill-formed stools 
(four daily approximately) throughout treatment: “ transient” describes the 
same symptoms disappearing within six weeks of starting treatment. 


Side-effects 


The side-effects (Table XIV) were almost entirely 
confined to those receiving active treatment during both 
winters. Diarrhoea was the most frequent, but was 
never severe enough to warrant stopping treatment ; its 
incidence was no higher with oxytetracycline than with 
tetracycline. Bacteriological examination of these stools 
failed to reveal any gross disturbance of the normal 
intestinal flora, and antibiotic-resistant strains of 
Staph. aureus and yeasts were not detected. Persistent 
nausea arose in one patient receiving oxytetracycline, 
and was severe enough to justify discontinuation of 
treatment. 


Discussion 


The results of these trials show clearly that advanced 
chronic bronchitic subjects benefit greatly from 


continuous daily treatment with tetracyclines during the , 


winter months. This is especially the case in the elderly 
patients with advanced disease. Out-patient supervision 
and domiciliary treatment during exacerbations have 
proved practicable. The absence of recurrent winter 
invalidism and consequent loss of time from work has 
been an advantage of continuous therapy, as shown by 
the comparison of days lost by treated as against 
untreated patients. Further, it seems probable that 
treatment should be begun in the autumn, as the 23 
patients in 1957 who did not receive such treatment 
during this period lost considerably more time from 
work than those receiving oxytetracycline in the 
corresponding months of 1958. The occurrence of an 
acute exacerbation of bronchitis in those patients 
receiving inactive capsules led to withdrawal from the 
trial. The patients continued to be seen, however, and 
were treated with oxytetracycline in the same manner 
as those on active treatment. These patients responded 


slowly, both clinically and bacteriologically to this 
therapy, but lost more time from work than those treated 
with oxytetracycline from the outset. 

The treatment of exacerbations in a large general 
hospital such as the Royal Infirmary of Edinburgh 
carries with it the dangers of superinfection with hospital 
pathogens resistant to the tetracyclines, and is also very 
expensive, the average weekly cost per patient being 
£22. Continuous treatment with oxytetracycline in a 
dose of 1 g. daily for six months costs £63 14s. in general 
practice. This means expenditure of less than £2 10s. a 
week per patient. When sickness benefit and industrial 
financial loss are added to hospital expenditure it is our 
view that the expense involved in continuous prophylaxis 
with oxytetracycline is relatively small. While these 
trials have included a large number of bacteriological 
investigations we do not consider these necessary in the 
diagnosis and management of chronic bronchitis in this 
way. 

The degree of purulence of the sputum is a useful 
guide to the efficiency of antibiotic treatment, since there 
is a good correlation between it, the clinical state of 
the patient, and the presence of H. influenzae and 
pneumococcus. However, the patient’s opinion of the 
purulent or non-purulent nature of his sputum is quite 
unreliable, less than a third of our patients giving an 
accurate description. It is therefore important for the 
doctor treating bronchitic patients to examine the 
sputum himself from time to time. The dose of 
oxytetracycline should be adjusted so that the sputum 
remains mucoid; this appears to be about 1 g. daily in 
four divided doses. 

Ten (25%) of the patients receiving the inactive 
preparation during the second winter showed a striking 
“ placebo effect” (Wolf and Pinsky, 1954) despite the 
fact that there was neither clinical nor bacteriological 
improvement in their condition throughout the winter. 
This illustrates the value to the bronchitic patient of 
seeing his doctor at frequent intervals. 

Looseness of stools was troublesome in 15 out of 
47 patients receiving active treatment, but was not severe 
enough to warrant withdrawal of the drugs, and in 
general was a transient symptom. In no case was it 
associated with a significant change in bowel flora. The 
occurrence of other side-effects to the antibiotics used 
was negligible. In the second winter, in the affected 
patients acute exacerbations of bronchitis were 
particularly associated with very cold and foggy 
weather ; the production of purulent sputum containing 
large numbers of H. influenzae was observed more often 
(see Fig. 1). This agrees with previous reports in the 
literature (Hewitt, 1956; D. D. Reid, 1956; Stocks, 
1959). 

Conditions for the isolation of pathogenic micro- 
organisms from the large number of sputum specimens 
were highly favourable. Early-morning specimens were 
obtained frequently from each patient and examined 
within two hours. Despite this, H. influenzae and 
pneumococcus were rarely recovered from all specimens 
from the same individual, but the frequency with which 
these organisms were associated with acute exacerbations 
supports the view that they play an important part in 
the aetiology of infective episodes of chronic bronchitis 
(Mulder et al., 1952; Hers and Mulder, 1953; Lancet, 
1955 ; Mulder, 1956 ; Oswald, 1958). So also does their 
repeated isolation from purulent sputa and their virtual 
absence from mucoid specimens, 
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Additional confirmation of the role of AH. influenzae 
has been the demonstration of high antibody titres in the 
sera of the patients who regularly yielded this micro- 
organism from their sputa, which suggests that 
H. influenzae has the invasive properties which lead to 
the inflammatory destruction of broncho-pulmonary 
tissue demonstrable in chronic bronchitis (L. M. Reid, 
1954, 1955, 1956). Bronchoscopic aspirates yield 
H. influenzae in most patients with purulent sputum 
(Brumfitt e¢ al., 1957). This method is impracticable 
for routine use, and so examination of sputum remains 
necessary if information about the bacterial flora is 
desired ; but we must emphasize that the examination 
of single isolated specimens of sputum may often give 
inadequate information. 

The strains of Staph. aureus isolated before treatment 
were usually sensitive to the tetracyclines and invariably 
to sigmamycin. Some strains isolated during and after 
treatment were resistant to these antibiotics. The nasal 
carriage rate was unaffected, as was the presence of 
Staph. aureus in the stools. In the second winter this 
organism appeared in 12 patients, 6 of whom were 
receiving oOxytetracycline and 6 the dummy capsules. 
Ten of these strains were of phage type 42B/52/80, a 
common hospital type, and all were resistant to the 
tetracyclines. In none of the patients was there any 
clinical change attributable to staphylococcal infection. 
These patients had no direct contact with the usual out- 
patient or ward environments, but it was assumed that 
they had acquired this strain of staphylococcus during 
their periodic visits to the room used for interviewing 
them. Examination of the dust in this room revealed 
this organism, and it seems likely that these patients 
inspired it in dust. Reports of similar trials (May and 
Oswald, 1956) have referred to the danger of patients 
acquiring antibiotic-resistant strains of Staph. aureus 
following continuous chemotherapy. Apart from the 
above-mentioned ep‘sodes, this has not been our experi- 
ence, perhaps because of the policy of keeping our 
patients away from the general hospital environment. 
We therefore believe that where it is possible to treat 
chronic bronchitic patients in their own homes this is 
highly preferable to admission to a general hospital. 

In this series there was no evidence that overgrowth 
by yeasts resistant to tetracyclines was encouraged in 
the treated patients. Qualitative change of the intestinal 
flora did not occur even in patients with diarrhoea, and 
this symptom may have been due to a direct chemical 
effect on the intestinal motility by the tet: acyclines. 
These findings suggest that opinions expressed (Lancet, 
1954 ; Stuart-Harris, 1959) may overstress the danger of 
seriously altering the natural surface flora of the body 
by continuous small doses of therapy with broad- 
spectrum antibiotics. 

It is of interest that three out of five patients with 
influenza-like illnesses during the trial showed proof of 
a virus aetiology of these episodes by a significant rise 
in serum antibody in their sera. However, as 11 other 
patients also had a rise in antibody titre to influenza 
virus without associated clinical illness some patients 
with chrenic bronchitis appear to be able to overcome 
the experience of influcnzal infection without the serious 
consequence of an acute exacerbation. These rises in 
titre occurred between December and March, 1959. 
Until the end of December, in Edinburgh there was no 
laboratory evidence of acute infections of the respiratory 
tract due to the influenza or adenoviruses. [Early in 
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1959 there was ample laboratory evidence of a brisk 
outbreak of virus respiratory disease due to influenza 
virus A (Asian strain) and the B virus, but not to virus C. 
Despite this, a rise of antibody to virus C was found in 


three cases when the sera from our patients were 
examined. 
Summary 
Two double-blind trials of continuous daily 


tetracycline-oleandomycin and oxytetracycline treatment 
in patients with chronic bronchitis were carried out 
during the winters 1957-8 and 1958-9 respectively. 
Twenty-three patients were observed in the first trial and 
75, including 20 from the former, were seen in the 
second. 

The antibiotic-treated groups were greatly benefited 
as compared with the groups receiving “dummy ™ 
capsules. Improvement was judged on the basis of 
reduction in the number and severity of acute exacerba- 
tions, by eradication of H. influenzae and pneumococcus 
from the sputum, and by statistical comparison of 
sickness in the treated as against the untreated groups. 

Serial sputum examinations were of value in the 
assessment of each patient’s progress, but single 
specimens did not necessarily reflect the condition, since 
H. influenzae and the pneumococcus were not isolated 
from every specimen. 

A significant rise in antibody titre to the influenza 
viruses was demonstrated in 14 patients during the 
second trial, but only 3 of them had clinical influenza. 
Subclinical infection in the remaining 11 did not 
obviously affect their bronchitis. 

Side-effects were infrequent and not serious. Diar- 
rhoea was mildly troublesome in 15 out of 47 patients 
receiving antibiotics. 

Gross disturbance of normal surface flora of the 
respiratory and intestinal tracts was not evident. 
Antibiotic-resistant strains of coliform species and 
Staph. aureus occurred in some patients, mainly in those 
receiving antibiotics, but they were not significantly 
associated with clinical deterioration. 

It was found practicable to manage the patients on an 
out-patient or domiciliary basis. This had _ the 
advantages of a lower overall cost than hospital treat- 
ment, which, in any case, carries with it the attendant 
dangers of superinfection with antibiotic-resistant and 
often highly virulent micro-organisms. It is therefore 
preferable, should exacerbations of bronchitis arise, to 
treat them in the home rather than to seek immediate 
admission to hospital. It is concluded that continuous 
daily oxytetracycline therapy in advanced cases of 
chronic bronchitis, though apparently expensive, is less 
costly than the treatment of exacerbation of the disease 
in hospital. It is also safe and can be recommended as a 
reliable method of preventing such exacerbations. 


We thank Pfizer Ltd., Folkestone and Sandwich, for 
supplies of sigmamycin and terramycin, and for a generous 
grant to defray the expenses of the trials. We have to 
acknowledge assistance in the statistical analysis of Mr. 
I. D. Hill. The Chief Meteorological Officer, Edinburgh. 
and the Manager of the Ministry of Pensions and National 
Insurance, Edinburgh, kindly supplied information regarding 
climatic conditions and individual invalidism during the 
periods of both trials. We are grateful to Dr. E. Adler, 
Drs. A. and D. Cruikshank, Dr. M. Goldberg, Dr. G. W. 
Gordon, Dr. D. W. Maclean. and Dr. R. A. K. Ross for 
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eferring patients to the infirmary. We are greatly indebted 
to Professors Robert Cruickshank and D. M. Dunlop for 
valuable criticism and help in the preparation of this paper. 
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A grant to Tanganyika of £2,220 from Colonial 
Development and Welfare Funds for laboratory research 
into the sterilization of tsetse flies by irradiation has been 
approved by the Secretary of State for the Colonies. 
Experiments elsewhere with irradiation at the pupal stage 
of another species of fly demonstrated that activated cobalt 
so affected the reproductive capacity of both males and 
females that the latter could not reproduce, and, furthermore, 
normal females when mated with sterilized males produced 
only sterile eggs and did not usually mate again. Accordingly, 
if a sufficient number of pupae could be released over a 
sufficient period of time, the fly population would die out. 
These results suggest that the same method might be used 
against these flies, but it is first necessary to discover the 
stage of the insects development at which it is most 
susceptible to sterilization. This entails working in a 
laboratory with insect pupae of known age, as near as 
possible to a good supply of tsetse flies, and the Colonial 
Pesticides Research Unit at Arusha will undertake this 
research. 
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BY 


D. G. HARNDEN,* Ph.D. 


M.R.C. Radiobiological Research Unit, Harwell, Didcot, 
Berks 


AND 
J. S. S. STEWART, M.B., Ch.B. 


Lecturer in Surgery, University of St. Andrews, Queen's 
College, Dundee 


The normal chromosome number in man is now firmly 
established to be 46 (see, for example, Tjio and Levan, 
1956). There are 44 autosomes, and 2 sex chromosomes 
which are designated XX in the female and XY in the 
male. In human intersexes the chromosome constitution 
may be abnormal, as in chromatin-positive Klinefelter’s 
syndrome, where there are 44 autosomes and XXY sex 
chromosomes (Jacobs and Strong, 1959), and_ in 
chromatin-negative Turner’s syndrome, where there are 
44 autosomes and only one X chromosome (Ford e7/ al., 
1959a). It may, however, be indistinguishable from 
normal. In hereditary male pseudohermaphroditism 
(testicular feminization) there is an apparently normal 
male complement of chromosomes (Jacobs e# al., 1959). 
We report here the chromosomal constitution of a 
patient with the syndrome which is usually described as 
pure gonadal dysgenesis (see discussion on nomenclature 
below). 


Clinical Appearance and Cytological Examinations 


The patient is a tall eunuchoid female who presented, 
aged 19, with primary amenorrhoea. Before treatment, 
scanty axillary and pubic hair was present, breast 
development was absent, and daily urinary excretion of 
gonadotrophins was raised. The external genitalia were 
of the normal female type, the clitoris being normal in 
size. There was a normal-sized uterus, but no gonads 
could be palpated on vaginal examination. O6cestrogen- 
replacement therapy resulted in breast development, and 
vaginal bleeding followed oestrogen withdrawal. An oral 
mucosal smear was chromatin-negative, and the leucocytes 
showed no drumsticks. Full clinical details are given by 
Stewart (1959). 

A skin biopsy specimen was taken from the patient's thigh, 
using a local analgesic, and: divided into two parts. One 
portion was fixed immediately for nuclear sexing and the 
other placed in sterile Glaxo medium 199 and transferred 
to Harwell, where a tissue culture was established. After 
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two weeks cells of the actively dividing culture were treated 
with colchicine, and orcein-stained chromosome preparations 
were made. The technique is described in detail by Harnden 
(1959). 

The cells of the first portion were found to be chromatin- 
negative, no sex chromatin being present in 100 suitable 
nuclei. Cultured cells of the second portion contained 46 
chromosomes (see Table). Twelve cells were analysed 


~ *Now at Medical Research Council Group. Department of 
Radiotherapy, Western General Hospital, Edinburgh, 4 





1286 Dec. 12, 1959 


CHROMOSOMES IN GONADAL DYSGENESIS 





BritisH 
Mepicat JOURNAL 








in detail and found to be indistinguishable from the normal 
male morphology of 46 chromosomes, including one X and 
one Y chromosome (see Fig.), These findings were 
confirmed in a second skin biopsy, taken later from the 


patient’s opposite thigh. 
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Ideogram prepared from a photograph of a skin culture cell 
showing 46 chromosomes, including one X and one Y 
chromosome. (x 8704 


Discussion 

The chromosome number of this patient is 46, the 
sex chromosomes are those of a normal male, and no 
structural change is detectable in the chromosomes. 
We would not exclude the possibility that there may be 
a structural change, such as a translocation or deletion, 
too small to be detected by the present technique. It 
has been suggested that certain human intersexes may 
be chromosomal mosaics—that is, they are composed of 
two or more types of cell of differing chromosomal 
constitution. Ford et al. (1959b) report a case of 
Klinefelter’s syndrome which is interpreted as a 
probable XX/XXY mosaic. We have no evidence that 
the present patient is a mosaic, but the possibility of 
mosaicism in some of the tissues not examined cannot 
be ruled out. 

This patient is obviously not a case of classical 
Turner’s syndrome because of the absence of the usual 
stigmata, and the only condition of importance which 
must be considered in the differential diagnosis is 
testicular feminization. Jacobs ef al. (1959) report 
several cases of this syndrome in which they have found 
the sex chromosomes to be XY. Such a diagnosis in 
the present patient is excluded by the absence of breast 
development and the presence of axillary and pubic 
hair prior to treatment, the presence of a normal-sized 
uterus, and the production of vaginal bleeding following 
oestrogen withdrawal. There is, however, a strong 
resemblance between this case and those described by 
Swyer (1955) and by Hauser ef al. (1956). Similar 
chromatin-positive cases have been reported. Laparo- 
tomies carried out on three of those (Hauser er al., 
1956; Greenblatt et al., 1956; Hoffenberg and Jackson, 
1957) and on one chromatin-negative case (Hauser et ai., 
1956) have confirmed that gonads were absent. Though 
one cannot be certain without laparotomy that gonads 
are absent in the present case, it seems highly probable 
that this and Swyer’s cases belong to the same syndrome 
as do those in which the diagnosis of gonadal dysgenesis 
was confirmed by laparotomy. 

Swyer’s cases were originally described as examples 
of an unusual type of male pseudohermaphroditism, 
but Hoffenberg and Jackson (1957) proposed the name 
pure gonadal dysgenesis. This was accepted by Swyer 
(1957). The question of nomenclature is not made 


easier by the finding of a normal male chromosomal 
constitution in our case. If one accepts the presence 
of a Y chromosome as the criterion of maleness, Swyer 
would appear to be quite correct in using the term 
“male pseudohermaphrodite,” but this obscures the 
close similarity between the chromatin-positive and the 
chromatin-negative cases. Hoffenberg and Jackson are 
equally correct in describing their case as one of pure 
gonadal dysgenesis. The chromosome findings, how- 
ever, preclude the acceptance of the present case as a 
variant of Turner's syndrome. 

A study of this and similar cases may provide much 
information of value about the way in which genetic 
and non-genetic factors interact to produce the pheno- 
typic sex of the individual. The recent work on 
Klinefelter’s syndrome suggests that the Y chromosome 
of man (unlike that of Drosophila) has a strongly 
masculinizing effect (Ford et al., 1959b). In the present 
case, however, a Y chromosome is present but there is 
an extensive development of female characteristics. 
Jost (1953) has shown that rabbits, whether genetically 
male or female, develop female internal and external 
genitalia if gonadectomy is performed during early 
intrauterine development. The present case and other 
similar cases, whether chromatin-positive or chromatin- 
negative, can be understood as a group if there has 
been a failure of gonadal development at a very early 
stage of embryonic life. In the absence of gonads 
a female phenotype develops regardless of the 
chromosomal sex of the individual. The failure of 
masculinization in the chromatin-negative cases could 
be attributed to the absence of a male morphogenetic 
substance which would normally originate in the testes 
(Grumbach and Barr, 1958). Environmental causes of 
this developmental error in man must be considered, 
but a genetic aetiology seems more likely in some 
instances at least, since familial cases have been reported 
(Elliott et al., 1959). 

Thus the mere possession of a Y chromosome is not 
in itself sufficient to ensure the development of a male 
phenotype. This conclusion is supported by the study 
of Jacobs et al. (1959) on cases of testicular feminization 
and by the case reported by Nilsson et al. (1959) of an 
apparently female child with XY sex chromosomes. In 
all these cases sex determination was apparently normal 
for a male. It would seem, however, that other factors 
which may or may not be genetically determined are 
necessary to ensure that sex differentiation is also 
normal. 

Summary 


Chromosome analysis has been carried out in a tall 
eunuchoid female diagnosed clinically as a case of pure 
gonadal dysgenesis. The chromosome number is 46 
and the sex chromosomal constitution is XY. The 
significance of this finding is discussed. 


We are grateful to Dr. E. G. Oastler for permission to 
study this patient; to Dr. Bernard Lennox for his report 
on the nuclear sex; to Dr. C. E. Ford for his assistance 
in the preparation of the manuscript; and to Miss C. M. 
Scammell for her skilful technical assistance. 
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THE CHROMOSOMES %F A TRUE 
HERMAPHRODITE 


BY 


D. G. HARNDEN,* Ph.D. 


VU.R.C. Radiobiological Research Unit, Harwell, Didcot, 
Berks 


AND 
C. N. ARMSTRONG, M.D., F.R.C.P., D.P.H. 


Clinical Sub-Dean, Royal Victoria Infirmary, 
Newcastle upon Tyne 


The recent work on the chromosomes of human 
intersexual conditions — for example, Klinefelter’s 
syndrome (Jacobs and Strong, 1959) and Turner's 
syndrome (Ford eft al., 1959)—has led to a re- 
examination of known cases of other types of inter- 
sexuality. The case considered here is of a true 
hermaphrodite, and, though we can obtain no evidence 
of chromosomal imbalance, the findings are nevertheless 
of great interest from the developmental point of view. 

The full clinical and pathological details of this 
case have already been published (Armstrong, 1955: 
Armstrong et al., 1957), but a few of the most important 
features are worth repeating here. 

The patient, aged 70, has lived as a female, but the 
general appearance is rather masculine. The hair 
distribution is male, there is no breast development, and 
the external genitalia are partially masculinized. The 
right gonad was found to be predominantly a testis but 
showed at least one atretic ovarian follicle. The left 
gonad is an ovary. The skin, the oral mucosa, and the 
internal genitalia (ovary, ovotestis, uterus, and vas 
deferens) are chromatin-positive, though in the latter 
“the typical chromatin mass is smaller and less frequent 
than usual.” Two to three neutrophils in every 500 
counted were found to have a _ typical female 
“ drumstick.” 


Results 


Chromosome examinations were carried out by the 
method described by Harnden (1959). Two skin-biopsy 
specimens, one from the left arm and one from the right 
arm, were sent from Newcastle to Harwell, and set up 
in culture about 24 hours after biopsy. Two separate 
cultures were established from each biopsy, so that there 
were four cultures in all. A slight yeast infection which 
appeared in all the cultures was eliminated by adding 
100 units of nystatin per ml. of culture medium. The 
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cultures varied somewhat in their rates of growth, but 
all were slow to start proliferating, and a period of 
about four weeks elapsed before cytological prepara- 
tions could be made. The results of the examination of 
these preparations are shown in the Table. 


Results of Chromosome Examinations 





| Chromosome Counts (No. of Cells) 
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All four cultures contained predominantly cells with 
46 chromosomes. The sex chromosomes are interpreted 
in all four cultures to be XX (see Fig.). The few counts 
other than 46 can be accounted for as technical errors. 
In three of the cultures the chromosomes were, so far 
as One can say from this sort of examination, normal 
female. In the fourth (R2), however, there occurred 
in about 7% of the cells an abnormally long chromo- 
some. Careful analysis of several of these cells showed 
that this could be explained as a reciprocal translocation 
between members of chromosome pairs 3 and 4 (in 
order of size). All the cells of this culture were in 
other respects normal female. Had this abnormality 
been present in the original tissue it is felt that it would 
also have been observed in the other culture from the 
same biopsy. This was not found, though several 
hundred cells were carefully examined. It is considered, 
therefore, that this aberration had arisen in culture, 
though the possibility of its presence in the patient 
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Ideogram prepared from a photograph of a skin culture 

cell showing 46 chromosomes. The two X chromosomes 

cannot be identified with certainty, but only as two of a 
group of six chromosomes. (x 870.) 


cannot altogether be ruled out. It can be concluded that 
the cells of these two skin biopsies from widely 
separated sites contained chromosomes characteristic of 
the normal female. In corroboration of this Dr. J. E. 
Gray, of the Department of Anatomy, King’s College, 
Newcastle, has examined the skin adjacent to the biopsy 
sites and found both to be chromatin-positive. 

Miss P. A. Jacobs, of the Medical Research Council 
Group, Western General Hospital, Edinburgh, has 
examined the chromosomes of cells from a_bone- 
marrow culture and agrees with the finding that they 
are of the normal female pattern. 


Discussion 
From the aspect of technique two points arise from 
these results. It is of interest that successful cultures 
can be established with regularity from the skin of a 
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patient 70 years old. Secondly, the finding of an easily 
recognizable and viable chromosome change occurring 
it an early stage of culture, while it does not detract 
from the usefulness of this technique, does indicate that 
results should be interpreted with caution. 

Hungerford ef al. (1959) have published a full study 

of a true hermaphrodite bearing one testis and an 
votestis, in which the great majority of cells which they 
examined from the peripheral blood were reported to 
have 46 chromosomes. The sex chromosomes were 
interpreted as XX. These findings agree very well with 
ours, and both results together pose some interesting 
developmental problems—for example, how can cells 
which seem genetically determined to form a female 
organism differentiate into a testis and lead to the 
formation of a predominantly male phenotype ? One 
must consider the possibility that these patients are 
mosaics—that is, are made up of two or more clones 
of cells of different genetic constitution. This has been 
suggested for true hermaphrodites, but this is not 
supported by the evidence obtained from observations 
of the sex chromatin (Grumbach and Barr, 1958). This 
test, however, would not locate an XX/XXY mosaic, 
ind Hungerford ef al. do not exclude the possibility that 
their patient could fall into this category though no 
XXY cells were found. In our case after examination 
of bilateral skin biopsies and bone-marrow there is no 
evidence to suggest that the patient is a mosaic. It 
would, however, have been very interesting to examine 
the cells of the right gonad to determine whether the 
cells which had differentiated into a testis really did 
have two X chromosomes and no Y, but this is not now 
possible. 

The primary defect in this case is a developmental 
error which may or may not have been genetically 
determined. The medullary component of one gonad 
has somehow become dominant in spite of the presence 
of two X chromvusomes which would normally ensure 
the dominance of the cortex. The subsequent masculin- 
ization of the genital tract is probably a consequence of 
this primary error. Grumbach and Barr quote several 
examples of reversal of gonadal development in other 
vertebrates induced by hormone treatment. Especially 
interesting is the bovine freemartin, where the 
presumptive ovary differentiates into a testis under a 
hormonal influence of unknown origin. It seems 
reasonable to suggest that some similar, and likewise 
unknown, hotmonal influence may be acting in cases 
such as the one reported here. This study emphasizes 
the point, which has been made before but perhaps not 
sufficiently stressed, that the phenotype of an individual 
is the resultant of an interplay between several factors, 
some genetically determined and others probably not. 
In sex differentiation, as distinct from sex determination, 
this is of great importance. In this particular case the 
possession of the female pattern of sex chromosomes 
has not proved sufficient to determine the phenotype 
and has not prevented other factors, which may or may 
not have been genetically determined, causing masculin- 
ization of what should apparently have been a female 
individual 

Summary 

The chromosomes of a human true hermaphrodite 
have been studied and found to be 46 in number, the 
sex chromosomes being interpreted as XX. There is 
no evidence of mosaicism. The importance of the 
interaction of genetic and non-genetic developmental 
factors in the development of the phenotype is noted. 


We thank Dr. D. W. R. Ashby, Dr. C. E. Ford, Dr. J. E. 
Gray, Miss P. A. Jacobs, and Dr. J. S. S. Stewart, without 
whose co-operation this work would not have been possible. 
and Miss C. M. Scammell for her skilful technical assistance 
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UNUSUAL CASE OF GONADAL 
DYSGENESIS (TURNER’S SYNDROME) 


BY 


A. W. SPENCE, M.A., M.D., F.R.C.P. 
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Clinic 
AND 


Cc. W. H. HAVARD, M.A., D.M., M.R.C.P. 
Medical Registrar 
St. Bartholomew’s Hospital, London 


Turner's (1938) syndrome is characterized by infantilism, 
shortness of stature, webbing of the neck, and cubitus 
valgus, but numerous other congenital abnormalities 
have been described. Turner made no mention of the 
condition of the gonads. Varney, Kenyon, and Koch 
(1942) and Albright, Smith, and Fraser (1942) 
demonstrated in this disorder a high urinary excretion 
of gonadotrophin, and from this concluded that the 
infantilism was due to primary ovarian insufficiency. 
Previous authors, tabulated by Wilkins and Fleischmann 
(1944), had described similar cases in which rudimentary 
ovaries had been found at laparotomy or at necropsy. 
Wilkins and Fleischmann (1944), observing that the 
“ovary” consisted only of a primitive genital ridge 
composed of stroma-like cells and showing no 
proliferation of the epithelium nor primordial germ cells, 
proposed the term “ovarian agenesis” for this 
condition. 

Subsequently Grumbach, Van Wyk, and Wilkins 
(1955) showed that most of their patients with this 
disturbance had a male chromatin sex pattern, and 
considered that the condition exemplified an extreme 
form of male pseudohermaphroditism. On this account 
Wilkins (1957) applied the term “ gonadal aplasia ” for 
this disorder, using the wider term “gonadal 
dysgenesis” for the entire group of defects in the 
development of the gonads. Ford et al. (1959), however, 
subsequently found that a patient with gonadal 
dysgenesis and chromatin negative possessed 45 
chromosomes instead of the normal 46. They concluded 
that the sex-chromosome constitution of the patient was 
XO, and emphasized that such a person should not be 
referred to as a chromosomal male, as she was a female 
with an abnormal genotype. 
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Four cases of gonadal dysgenesis have been reported 
by Sellheim (1924), Pela (1935), Pich (1937), and Tronci 
(1938) in which ovarian development had proceeded to a 
varying degree before arrest took place. In Pela’s case, 
that of a woman aged 36 and 74 in. (188 cm.) in height, 
the ovaries were “the size of orange seeds,” and on 
histological examination no primordial follicles were 
seen. In Tronci’s case, that of a woman aged 20 and 
61 in. (155 cm.) in height, the ovaries measured 
6 by 2.5 mm. in diameter; microscopically, germinal 
epithelium was noted, but there were no primordial 
follicles. Pich described the case of a woman aged 29 
with infantilism, absence of pubic and axillary hair, 
coarctation of the aorta, and normal stature, whose 
ovaries measured 28 by 5 by 3 mm. and 30 by 4 by 
2 mm. ; histological examination revealed proliferative 
germinal epithelium and fairly numerous primordial 
follicles. In Sellheim’s case, a woman, aged 21 and also 
of normal stature, the ovaries measured 7.5 by 2.5 mm., 
and numerous primordial follicles were present. Since 
the urinary gonadotrophins were not estimated in any 
of these cases it is impossible to say whether the 
hormonal deficiency was primarily ovarian or primarily 
pituitary. 

It is the purpose of this paper to record the case of a 
patient with infantilism, several of the congenital 
abnormalities of Turner’s syndrome, and greatly 
increased urinary gonadotrophin associated with ovaries 
which, though of normal size, contained a diminished 
number of follicles showing no evidence of maturation. 


Case Report 
A girl aged 17 was admitted to St. Bartholomew's Hospital 
complaining of amenorrhoea, shortness of stature, and 
deformity of the spine. Her birth weight was only 4 Ib. 
(1.8 kg.), though the pregnancy had run to full term; 


delivery was normal. She walked and talked at the usual 


stages, and at school she was considered to have been above 
the average intelligence for her age. She had always been 
small, and for several years her weight has remained 
unchanged. For many years her parents had observed a 
deformity of her back. In 1956 she attended a poliomyelitis 
clinic in Salisbury, Southern Rhodesia, where she lived, but 
there was a difference of opinion on whether the spinal 
deformity was due to poliomyelitis: her mother did not 
know whether she had had poliomyelitis, though there were 
numerous cases of this disease in Salisbury at the time. She 
claimed to have menstruated for three days in December, 
1957, but apart from this occasion there has been complete 
amenorrhoea. 

During her childhood she contracted chicken-pox and 
whooping-cough, but had never suffered from mumps. 
During the two years before her admission to hospital she 
had recurrent attacks of abdominal colic localized in the 
right iliac fossa. Her parents and her two brothers are 
normal and healthy. 

Physical Examination (Fig. 1).—She was an intelligent girl 
with a high-pitched piping voice. Weight 54 Ib. (24.5 kg.); 
height 57 in. (144.7 cm.), span 564 in. (143.5 cm.), symphysis 
pubis to the ground 294 in. (74.9 cm.), symphysis pubis to 
the vertex 27} in. (69.8 cm.). (The limb proportions are 
approximately normal when due account is taken of her 
severe kyphoscoliosis.)} 

Musculo-skeletal System—She was very thin and the 
musculature was poorly developed. Both deltoid muscles 
were greatly wasted and she was unable to lift her arms 
above her head. There was marked webbing of the neck, 
and the scapulae were winged owing to wasting of the 
trapezii. The mandible was poorly developed, the hard 
palate was high-arched and narrow, and the teeth were 
crowded. The clavicles were increased in length, and the 
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manubrium sterni was at a lower level than normal so that 
the clavicles had a marked downward inclination medially. 
There was bilateral cubitus valgus. The spine showed 
severe kyphoscoliosis, which had resulted in tilting of the 
pelvis with apparent shortening of the left leg. 

Skin and Hair-growth.—Her colour was somewhat sallow, 
but there was no abnormal pigmentation. The texture of 
the skin was normal. The growth of the axillary and pubic 
hair was normal, and there was a moderate growth of downy 
hair over the limbs. The scalp hair and hair-line were 
normal. 

Breasts and Genitalia.—There was very slight development 
of the breasts, and the nipples were small but pigmented. 
The vulva was infantile. The clitoris was normal. 
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Fic. 1.—Photographs of the patient. 


Other Systems.—The cardiovascular, respiratory, and 
nervous systems were normal ; pulse rate 80 ; blood-pressure 
105/70. There was marked tenderness in the right iliac 
fossa, The urine contained no albumin and no sugar, and 
the deposit was normal. In a water-load-excretion test 
over 80% was excreted within four hours. Laryngoscopic 
examination (Mr. J. C. Hogg) revealed an infantile type of 
larynx. The visual fields were full, colour-vision was normal, 
and there were no lenticular opacities. 

Radiological Examinations.—Radiological examination of 
the skull showed a minor degree of turricephaly and 
evidence of premature closure of the coronal and sagittal 
suture. In the hands there was evidence of early closure 
of the epiphyses; all the primary epiphyses had united. 
The secondary epiphyses for the ischium and ilium had 
appeared. There was no evidence of osteoporosis of the 
pelvis. The vertebral column showed gross spinal curvature ; 
no vertebral defect was demonstrated, and there was no 
evidence of osteoporosis. An intravenous pyelogram was 
normal, 

Laboratory Findings——Blood count: haemoglobin, 92% 
(13.6 g./100 ml.) ; white cells, 3,700/c.mm. (neutrophils 52%, 
eosinophils 5%, basophils 2%, lymphocytes 30%, 
monocytes 11%). Erythrocyte sedimentation rate, 3 mm. 
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Blood group AB, rhesus-positive. 
Blood urea, 18 mg./100 ml. Chromatography of urinary 
amino-acids: normal pattern. Serum calcium, 10.4 mg. 

100 ml. ; serum inorganic phosphate, 4.5 mg./100 ml. ; serum 
alkaline phosphatase, 4 King—Armstrong units/100 ml. 
Scrum cholesterol, 258 mg./100 ml. Basal metabolic rate, 
minus 9 Glucose-tolerance test: fasting level, 100 mg. 

100 ml. rising to 145 mg. and falling to 100 mg./100 ml. in 
one and a half hours, Urinary 17-ketosteroids (M.R.C. 
method), 3.7 and 6.6 mg. per 24 hours. Urinary 17- 
hydroxycorticosteroids (Norymberski), 8.4 mg. per 24 hours. 
Urinary 17-ketogenic steroids (Norymberski), 3.26 mg. per 
24 hours. Urinary oestrogens (method of Brown, Bulbrook, 
and Greenwood, 1957): oestrone, 0.7 wg. per 24 hours: 
oestriol, 0.8 ~g. per 24 hours ; oestradiol-178, nil. Urinary 
pregnanediol, 0.13 »g. per 24 hours. Urinary gonado- 
trophins, more than 150 units of H.M.G. 20* per 24 hours 

a very high figure (normal, about 10 units of H.M.G. 20 
per 24 hours ; post-menopause, about 60 units of H.M.G. 20 


in first hour (Westergren). 




















(x 310.) 


Fic. 2.—Section of ovary 


per 24 hours), Vaginal smear showed moderate oestrogenic 
activity Nuclear sex of leucocytes: 6 of 312 neutrophil 
polymorphonuclear leucocytes examined in three blood 
smears showed nuclear drumsticks—female pattern (Dr. 
P. Storey). Nuclear sex of skin cells: moderate numbers of 
female cells were seen in the epidermis (Dr. W. J. 
Hanbury). 

Laparotomy.—During her stay in hospital the patient 
suffered from an attack of appendicitis, and an acutely 
inflamed appendix was removed (Mr. N. A. Green). At 
operation the gonads were inspected, and two ovaries were 
found that were normal in appearance, measuring 4.5 by 


3 cm, in diameter. The uterus measured 3.75 by 3.75 cm. 
The hymen admitted a little finger. 
Histology of Ovaries (Fig. 2).—Dr. W. J. Hanbury 


reported as follows: “ The section shows part of an ovary 
in which the follicles are diminished in number and show 
no evidence of maturation into Graafian follicles or corpora 
albicantia. The tunica albuginea and cortical stroma show 
normal appearances.” 
Discussion 

The vagaries of the features of gonadal agenesis and 
dysgenesis have been fully discussed by Hoffenberg and 
Jackson (1957a, 1957b). We confirm their statements 
by the following observations: (1) Patients with 
rudimentary gonads are not always short in stature ; 
for instance, the patient reported by Meyer (1931) was 
66.7 in. (169.4 cm.) in height, by Schneider and 
McCullagh (1943) 62 in. (157.4 cm.), by Greenblatt, 
Carmona, and Higdon (1956) 70 in. (178.3 cm.), and by 
Hoffenberg and Jackson (1957a) 66.6 in. (169 cm.). 
(2) They may have no congenital abnormalities and may 
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present only with amenorrhoea and infantilism (del 
Castillo, de la Balze, and Argonz, 1947; Greenblatt 
et al., 1956; Hoffenberg and Jackson, 1957b; Natoli 
and de Pedrini, 1957). (3) The breasts may be norma! 
(Hoffenberg, Jackson, and Muller, 1957). (4) Eve: 
menstruation may occur (Hoffenberg ef al., 1957). 

We have not seen any report in the literature of a 
case of Turner’s syndrome in which the ovaries had 
reached their normal size. The very high urinary 
excretion of gonadotrophins demonstrated that the 
ovarian failure was primary and not the result of 
anterior pituitary deficiency, which may be the cause in 
some cases in which the urinary gonadotrophins are low. 
It has been stated by previous authors that an increased 
excretion of gonadotrophins in the presence of the 
congenital abnormalities of Turner’s syndrome is 
evidence of rudimentary gonads, but the degree of 
development of the ovaries in the present case 
demonstrates that this conclusion is not necessarily true. 
The ovarian failure probably occurred at the time when 
puberty should normally have begun ; the cause of the 
failure is unknown. This late ovarian failure, however, 
was associated with the following congenital stigmata 
of Turner’s syndrome: shortness of stature, webbing of 
the neck, high-arched palate, poorly developed mandible, 
elongation of the clavicles, and cubitus valgus. 

We consider that the atrophy of the deltoid muscles. 
limiting the movements of the upper extremities, and the 
winged scapulae due to paresis of the trapezius muscles 
are the result of scapulo-humeral muscular dystrophy 
of the Erb juvenile type. There is no real eviden¢e that 
the patient had had poliomyelitis; furthermore, it is 
unusual in poliomyelitis for the muscular wasting to be 
as Symmetrical as in our patient. In the literature on 
the subject only two cases of muscular dystrophy in 
hypogonadism have been recorded—namely, those of 
BassGe (1956). These patients were a woman with 
gonadal agenesis and her brother with Klinefelter’s 
syndrome ; they both suffered from congenital muscular 
dystrophy and infantile cataract. In the family there 
were five other children with muscular dystrophy and 
infantile cataract, one of whom was found on histo- 
logical examination to have slight atrophy of the ovaries 
Our patient appears to be the third case of muscular 
dystrophy occurring in a patient with gonadal dysgenesis. 

The cause of the severe kyphoscoliosis is uncertain 
There is no evidence that it was due to osteoporosis, and 
it seems doubtful whether poliomyelitis was the cause 
It is unlikely that it was due to muscular dystrophy, 
since in this disease the muscular wasting is usually 
symmetrical. 


Summary 


the case is recorded of a girl aged 17 who suffered 
from infantilism and had the following congenital 
abnormalities of Turner’s syndrome: shortness of 
stature, webbing of the neck, a high-arched palate, a 
poorly developed mandible, elongation of the clavicles, 
and cubitus valgus. There was evidence of early closure 
of the epiphyses. The nuclear chromatin pattern was 
female. The urinary gonadotrophins were greatly raised, 
indicating primary ovarian failure. At laparotomy the 
ovaries were found to be macroscopically normal, and 
a section removed for biopsy showed no evidence of 
maturation of the follicles or corpora albicantia. It is 
considered that arrest of ovarian development occurred 
at the time that puberty should normally have taken 
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place. In addition she had bilateral wasting of the 
deltoid muscles and winged scapulae, attributed to 
acquired muscular dystrophy. She also suffered from 
severe kyphoscoliosis, the cause of which is uncertain: 
there was no evidence of osteoporosis or definite history 
of poliomyelitis. 


We are indebted to Dr. E. Sanders, of Salisbury, Southern 
Rhodesia, for referring this patient to one of us (A. W. S.). 
Our thanks are due to Drs, R. D. Bulbrock and F. C 
Greenwood, of the Clinico-Pathological Laboratories, Royal 
College of Surgeons of England, for their estimation of the 
urinary oestrogens, pregnanediol, and gonadotrophins, and 
to the members of the pathological and radiological 
departments, St. Bartholomew’s Hospital, for the other 
investigations. 
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TEMPORAL ARTERITIS IN GENERAL 
PRACTICE 


BY 


A. CAMERON, M.D., D.O. 


General Practitioner, Southborough, Tunbridge Wells 


Since Horton, Magath, and Brown's (1932) description 
of temporal arteritis it has been regarded as a rarity and 
most of the standard textbooks of general medicine give 
it scant regard. 

Cooke, Cloake, Govan, and Colbeck (1946) seem in 
retrospect as voices crying in the wilderness when they 
said: “There exists in elderly people a widespread 
arterial disease, not uncommon, but rarely recognized, 
in which characteristic arterial and striking local signs 
occur, and in which inflammatory and degenerative 
changes in the walls of the affected arteries produce a 
characteristic histologic picture.” 

Harrison (1948) reviewed the 75 cases which were all 
that had been reported in the world literature at that 
time. Robertson (1952) reported a personal series of 
28 cases in the preceding seven years and again 
suggested that the condition was probably much 
commoner than had hitherto been suggested. This 
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contention was supported by the painstaking monograph 
of Roux (1954), who systematically combed the medical 
journals and reported 248 published cases. 

My present purpose is to report nine cases of this 
condition occurring in a medium-sized provincial general 
practice during the period March, 1953, to March, 1959, 
and thus to bear out the contention that this is probably 
a much commoner condition than is generally acknow- 
ledged. 


Nomenclature 


Hutchison (1890) first described the condition but did 
not name it. Horton et al. (1934) called the disease 

temporal arteritis,” but it has since been described as 
‘“* Horton’s arteritis,” “ giant-cell arteritis,” and “ cranial 
arteritis.’ Martin, Lynn, Dible, and Aird (1956) are in 
favour of the term “non-specific granulomatous 
arteritis” with an appropriate prefix, such as 
“ generalized ” or “ temporal.” 

Temporal arteritis is a generalized arterial disease 
almost exclusively affecting elderly people ; the average 
age is about 68 years, and males and females are 
affected in almost equal proportions (Roux, 1954). From 
the pathological point of view, temporal arteritis is 
generally regarded as a collagen disease and, in that 
cryptogenetic family, a first-cousin to polyarteritis 
nodosa. The distinction between the two is the basis of 
the general pattern of the disease rather than on any 
hard-and-fast dividing line. Broadly speaking, temporal 
arteritis is a disease of the elderly, is usually relatively 
tenign, and selects the larger arteries. Polyarteritis 
frequently attacks younger people, tends to run a more 
acute and malignant course, and selects the medium- 
sized and smaller arteries of muscles and viscera. 


There are other inflammatory vascular conditions 
related to these two. Zeek (1952) groups these con- 
ditions together under the heading “ necrotizing angiitis,” 
in all of which there is fibrinoid necrosis and inflam- 
matory reaction involving all three coats of the vascular 
wall: in her classification five types of necrotizing 
angiitis could be differentiated (hypersensitivity angiitis, 
allergic granulomatous angiitis, rheumatic arteritis, 
periarteritis nodosa, and temporal arteritis). 

McCombs, Patterson, and MacMahon (1956) report 30 
cases of “ allergic ” vasculitis, a condition, they maintain, 
in which vascular changes result from an allergic 
reaction within the vessel walls, but quite distinct from 
periarteritis nodosa. 


Case 1 


A spinster, aged 86, of gentle upbringing was first seen 
on March 28, 1953. She complained of sudden blindness 
in the left eve,- having suffered for some weeks from 
increasing headache, nausea, and sporadic vomiting. She 
was very weak, and for some weeks had had an unexplained 
low-grade pyrexia. 

On examination the left eye had no perception of light, 
and the fundus appearances were those of occlusion of the 
central retinal artery. Headache was very severe and the 
scalp tender to touch, especially in the left temporal area. 
Both superficial temporal arteries were thickened, tortuous, 
and tender. The left showed no pulsation. In addition, 
both occipital arteries were palpable and tender, and both 
facial arteries could be felt as thickened cords at the point 
at which they crossed the mandible. 

Sight did not return in the left eye, and the patient 
declined slowly over several months until she died on 


January 21, 1954. 
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Case 2 


An unmarried retired seamstress aged 71 had a variety 
of compiaints over many weeks, including pain in back and 
left shoulder, headache, anorexia, heartburn, flatulent 
dyspepsia, afd night sweats. Latterly headache had become 
the dominant symptom and there had been transient visual 
disturbances (“like fireworks”). The evening temperature 
was found to be elevated, the E.S.R. 90 mm./hour 
(Westergren). 

On examination on January 12, 1954, there was marked 
tenderness of the scalp, and both superficial temporal 
arteries were thickened and tender. Both were pulsatile, 
the overlying skin was bluish in colour. Facial and 
occipital arteries were also involved. Ophthalmoscopy 
revealed engorgement of the left central retinal vein. Both 
fields of vision were full. 

On January 13 she was admitted to hospital under the 
care of an ophthalmic surgeon ; she was given a course of 
corticotrophin with immediate relief of symptoms. The 
nocturnal pyrexia, which had been in the region of 100- 
101° F. (37.8-38.3° C.) immediately subsided. On cessation 
of the corticotrophin evening pyrexia reappeared, but 
headache was much less severe. The left fundus had 
returned to normal. 

She returned home and continued to have a low-grade 
pyrexia for some weeks, but symptoms gradually cleared-up 
during the next nine months, and she remains well at the 
time of writing. Apart from a consistently raised E.S.R. 
(up to 105 mm./hour) extensive haematological and 
biochemical investigations revealed a hypochromic anaemia 
(Hb 71%) as the only other abnormal feature. 

Past history.—Several episodes of constitutional eczema ; 
hypersensitivity to iodides and bromides. 


Case 3 


A retired cobbler aged 64 was first seen in February, 1955. 
He complained of “ something the matter with his eye,” and 
had had right fronto-temporal headache for some weeks 
previously, but this had now improved. Lately he had had 
shivering turns. When he was seen the eye symptoms had 
already been present for two weeks. 

On examination he had a complete palsy of the right third 
nerve (Fig. 1). The right superficial temporal artery was 
thickened, tortuous, and tender, but was pulsating. The 
patient was of poor mentality, but his general physical 
condition was satisfactory. There was temporal pallor of 
both disks, and it was not possible to obtain vision beyond 











vessels in 


| tortuous temporal 
association with third-nerve palsy. 


Fio. 1.—Case 3. Dilated and 


6/18 in the right eye and 6/12 in the left with correction. 
The retinal vessels were sclerotic. 

He was admitted for observation, under an ophthalmic 
surgeon, but no pyrexia was recorded and the E.S.R. was 
not accelerated. Blood-pressure was 190/110; Kahn 
negative. X-ray examination of the skull showed no 
abnormality. Ten months later he developed a fulminating 
pneumonia and died on November 22, 1955. There had 
been only very slight recovery in the third-nerve palsy. 

Past History.—Transient left hemiplegia in 1951, 


Case 4 


A widow, aged 72, of gentle upbringing complained on 
June 17, 1955, of abdominal pain and diarrhoea, treated 
with sulphaguanidine. Abdominal pains gradually abated, 
but on July 26 she complained of severe headache and pain 
in the jaws and neck. Four days later she was no better, 
and was m&rkedly tender over superficial temporal, facial, 
and occipital arteries. Pulsation was present. Headache 
had become much worse; tongue furred. Movement of 
jaw was painful. On August 1 she was worse, temperature 
100° F (37.8° C.); tenderness exquisite ; speech slurred ; 
mental condition stuporous; E.S.R. 104 mm./hour; no 
ocular symptoms. Ophthalmoscopy showed normal fundi. 

Corticotrophin therapy produced a remarkable response. 
Pain diminished and there was general mental and physical 
recovery. E.S.R. on August 3 was 75 mm./hour ; leucocytes 
10,400/c.mm. (neutrophils 60%, lymphocytes 30%, mono- 
cytes 6%, eosinophils 4%). Urine contained albumin, 
ketones, a few red cells, and cellular casts. 

Later there was some return of headache, and there was 
still localized tenderness over several branches of the 
external carotid arteries on each side. Tenderness was 
also noted along both brachial, both femoral, and the left 
anterior tibial arteries. Urine still contained albumin, red 
cells, pus cells, and granular and cellular casts. Cultures 
remained sterile. 

On August 12 she was admitted to St. Bartholomew’s 
Hospital, where she was kept under observation for 12 days. 
On August 14 the white cells numbered 13,000/c.mm. 
Search was made for L.E. cells but none were found. B.P. 
138/78; Hb 80%. A large number of investigations were 
carried out, including chest x-ray examination, E.C.G., and 
a variety of biochemical tests, none of which indicated any 
abnormality. In view of the renal changes and the 
eosinophilia, a provisional diagnosis of polyarteritis nodosa 
was made. 

The patient improved during the next six weeks, but in 
November and again in December there were further 
episodes of acute abdominal pain, diarrhoea, prostration, 
and fever. E.S.R. was 37 mm./hour on December 21. 

In January cortisone therapy was instituted with 
immediate benefit, Early in May she was having 25 mg. of 
cortisone daily, when a further episode occurred. Severe 
abdominal pain followed, with intense pain in the lower 
back and in both legs. Marked aortic pulsation was noticed 
in the epigastrium, the aorta was tender, and a loud bruit 
was audible with the stethoscope. There were rapid 
collapse, shock, and stupor. Again recovery occurred. 

On June 26, 1956, I performed a muscle biopsy on the 
right calf, but there was no histological sign of poly- 
arteritis in the small vessels seen. She has since made a 
slow recovery. She is able to do light housework and 
gardening, but has widespread intermittent pains, mostly in 
the lower back and legs. Certain areas are sometimes tender 
to touch. There 1s no fever, and E.S.R. has been normal 
since September, 1956. Joints all move freely and there 
is no peripheral neuritis. She has had an occasional oedema 
of the ankles lasting a few days, and an occasional slight 
localized purpura, B.P. on August 7, 1957, was 170/92. 
It has remained at about this level. 

In May, 1957, a biopsy of the left superficial temporal 
artery was carried out in an attempt finally to establish 
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the true nature of her condition. Histologically the segment 
of the artery showed changes in keeping with past non- 
specific arteritis of moderate degree. No areas of recent 
inflammation were seen (Fig. 2). 

Past History—Severe bronchitis at age of 69, treated 
with penicillin. Many minor complaints, including tinnitus, 
weakness, and headache, preceded the onset of the present 
illness. She stated that she had lost 2 st. (12.7 kg.) in weight 
during the previous six months. She is said to have had 
migraine for many 
years, for which she 
has taken ergotamine 
tartrate by self-injec- 
tion. There had been 
sundry abdominal 
symptoms in the past 
few years; these had 
been investigated 
radiologically and 
ascribed variously to 
diverticulitis and 
subacute appendicitis. 


Case 5 
A widow, aged 71, 
, ’ of gentle upbringing 
Fic. 2.—Case 4. Section of left super- Was first seen on 


ficial temporal artery showing January 12, 1956, 
evidence of healed non-specific when she stated she 
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seeneees had felt unwell for 
several months, with 
i eh aie 1 “giddy turns” and 


dyspepsia. Her main 
complaint was of 
severe neuralgic pain 
down the left side of 
the face and tem- 
poral region of two 
weeks’ duration, 
during which period 
she had had a per- 
sistent low-grade 
pyrexia. 

On examination 
there was tenderness 
é' over the left carotid 
Fic. 3.—Case 5. Section of right ‘trunk, both superficial 
superficial temporal artery, showing temporal arteries 
— SS ae = lumen (especially the left), 

oO Ss 5 ar- 4 
one of clastic dame, cat ams my @ and both facial and 
inflammatory and giant cells. both occipital arteries. 
There was some pain 


on moving the jaw. 
Temperature was 100.2° F. (37.9° C.); B.P. 180/90; 
E.S.R. 115 mm./hour; Hb 81%; leucocytes 4,500/c.mm. 
(neutrophils 56%, lymphocytes 36%, monocytes 8%). 

On January 17 she was admitted to hospital, under the 
care of a consultant physician, still with severe headache 
and rather drowsy. Cortisone was started, and there was 
an initial improvement in symptoms, with reduction in the 
pyrexia. Subsequently there was some return of headache, 
though more now in the right temporal area. No pulsation 
could be detected in either temporal vessels. On February 6 
corrected vision in each eye was 6/6; there was, however, 
a small crescent-shaped scotoma below the right fixation 
point. The fundi showed retinal arteriosclerosis, and there 
was a patch of choroidoretinal atrophy adjacent to the upper 
temporal margin of the right disk. This was considered to 
be an old-standing lesion, and probably related to the 
scotoma. 

On February 28 biopsy of the right superficial temporal 
artery was carried out. It was described at operation as 
“ thickened, white, nodular, with no bleeding on resection.” 
Histological examination confirmed the diagnosis of 
temporal arteritis (Fig. 3). 





For a long period afterwards the sedimentation rate was 
consistently raised (58 mm./hour on May 20, 1957), For 
many months she continued to feel unwell, and complained 
of intermittent headache and giddiness. She had also had 
occasional transient visual disturbances (“showers of 
sparks”). Cortisone was discontinued on May 7, 1956. 
Apart from occasional attacks of giddiness, she remained 
well at the time of writing. E.S.R. was normal. 


Case 6 

An unmarried woman, aged 64, of gentle upbringing was 
first seen on March 12, 1956, when she complained of 
headachz, anorexia, and scalp tenderness. Two weeks later 
she was worse ; evening temperatures had been consistently 
above normal, up to 100.6° F, (38.1° C.). She had developed 
painful nodules in her scalp, and could hardly bear to brush 
her hair. 

On examination the superficial temporal arteries on both 
sides were thickened, tender, tortuous, and pulseless. Both 
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Fig. 4.—Case 6. Section of left superficial temporal artery 
showing (a) partial destruction of elastic lamina and a localized 
area (b) where the inflammatory process is still active. 








facial and both occipital arteries were also tender. Vision 
was 6/6 in both eyes with glasses. Fundi were normal. 
Perimetry showed both visual fields to be full. The B.P. 
was 178/100; E.S.R. 107 mm./hour, Hb 87% ; leucocytes 
6,400/c.mm, (neutrophils 76%, lymphocytes 22%, mono- 
cytes 2%). 

Cortisone therapy was instituted with dramatic relief of 
symptoms and continual slow but steady objective 
improvement. There was a gradual reduction of the dosage 
of cortisone, which was finally discontinued on May 30, 
1957. During treatment she had occasional transient visual 
disturbance (“showers of coloured lights, like fireworks ”’). 
E.S.R. on March 28, 1957, was still 42 mm./hour. 

On April 8, 1957, a toe was amputated for orthopaedic 
reasons, and advantage was taken of this to secure a biopsy 
of the left superficial temporal artery. This confirmed the 
diagnosis of temporal arteritis, and, in fact, showed several 
foci of active arteritis still continuing (Fig. 4). The E.S.R. 
fell to normal and she remained well until January, 1959, 
when she began to develop rheumatoid arthritis. 

Past History.—‘ Rheumatism ” in hands, knees, and feet 
in 1948. 

Case 7 

A retired nurse aged 76 complained of blurred vision in 
the left eye when first seen on April 25, 1956. She returned 
from a visit to New Zealand on February 18, 1956, since 
when she had had intermittent “ neuralgia ” in the occipital 
region and jaws. There had been occasional aching in both 
temporal regions, but this was not severe. On two occasions 
there had been a sharp pain behind the left eye which 
lasted an hour or two. Two weeks previously she had been 
troubled for several days with audible pulsation in her right 
ear at night. Six days previously she had had a transient 
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loss of vision and a sensation of giddiness. Appetite had 
been normal, and there had been no malaise or feverishness. 

The left fundus was normal except for some engorgement 
of the retinal veins. E.S.R. was 70 mm./hour The 
following morning she woke at 4.30 o'clock with more acute 
pain in the eye, frontal headache, pain in the jaw, and a little 
pain in the left temporal area. Later it was found that 
vision in the left eye was reduced to hand movements only. 
Overnight the disk had swelled visibly, and there were three 
small haemorrhages radiating out along the superior nasal 
and temporal retinal Both superficial temporal 
arteries were tender in places, were pulsating, and were not 
thickened. 

She was admitted to hospital under the care of an 
ophthalmic surgeon, and was immediately started on a 
course of corticotrophin, together with anticoagulants 
(heparin and phenindione). The following day the right 
fundus showed some engorgement of the lower retinal veins, 
with slight blurring of vision (6/18). During the next few 
days the neuralgic pains improved and the right eye 
recovered completely. There was no appreciable recovery 
of sight in the left eye. The E.S.R. had risen to 105 mm./ 
hour on May 7, and remained raised for several months. 
B.P. 170/60 ; Hb 82% ; leucocytes 5,300/c.mm., (neutrophils 
57%, lymphocytes 36%, eosinophils 3%, monocytes 4%). 
Urine showed no abnormality. 

The patient continued on a maintenance dose of cortisone, 
and remained for some months in moderate health. She 
had occasional frontal headache on waking, and pain above 
and behind the right eye. She described her vision as 
“smudgy ™ in the morning, and was occasionally troubled 
with visual disturbance in both eyes described as a “ dull 
dazzle.” 

In January, 1957, she complained of a tender area on her 
left temple, noticed when brushing her hair, and during the 
next two months had three separate attacks of thrombo- 
phlebitis in the superficial veins of each leg. E.S.R. on 
January 18, 1957, was 9 mm./hour. In February a biopsy 
on a phlebitic superficial vein from the left calf showed 
only changes in keeping with a simple thrombophlebitis, 

After a period of dyspepsia she was found to have a 
gastric ulcer in September, 1957. She recovered from this 
after a period of hospital treatment, and remained fairly 
well at the time of writing, the E.S.R. no longer being 
elevated 


vessels. 


Case 8 

A retired labourer, a widower aged 84, was first seen on 
October |, 1956, complaining of weakness, dizziness, nausea 
with occasional vomiting, and headache mainly in left 
frontal area. For several years he had had dysphagia and 
vomiting attacks. This had been investigated radiologically, 
and hiatus hernia with narrowing of the lower third of the 
oesophagus had been diagnosed 

He was a depressed, weak, and emaciated old man. The 
left superficial temporal artery was prominent, tortuous, and 
rather tender. Vision in the left eye was said to have been 
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(“terrible at times”) in the temporal and occipital regions. 
Vision in the right eye had apparently been negligible for 
about 20 years. Both facial and occipital arteries were 
thickened and tender. E.S.R. was 110 mm./hour; B.P. 
200/100. He had chronic bronchitis and advanced peripheral 
arteriosclerosis. Hb 2%; leucocytes 7,200/c.mm. 
(neutrophils 61%, lymphocytes 31%, monocytes 8%). 

A diagnosis of temporal arteritis was made, and cortisone 
therapy was instituted. Later he was admitted to hospital 
under the care of an ophthalmic surgeon. His symptoms 
subsided to some extent, but he remained very depressed and 
feeble. E.S.R. on October 18 was 82 mm./hour and on 
October 29 60 mm./hour. He was then discharged to a 
geriatric unit, where he died the following month with no 
further developments supervening. 

Past History.—Apart from that already referred to, he 
had been in hospital with bronchopneumonia in 1954 and 
in 1955. 

Case 9 

A retired carpenter aged 74. When first seen on May 27, 
1958, he complained of aching and tenderness in the scalp 
and “rheumatism” of the neck, shoulders, and legs of 
several weeks’ duration. He felt well enough in himself, 
but his appetite was poor. E.S.R. was 28 mm./hour ; 
B.P. 154/86. Both superficial temporal arteries were very 
prominent, tender, and tortuous, especially on the left side ; 
neither was pulsating. No other localized tenderness along 
the course of other branches of the external carotid could 
be elicited. He was treated with aspirin compound tablets, 
and the symptoms subsided. 

On June 23 the temporal arteries were less prominent and 
tender ; there was no pulsation; E.S.R. 30 mm./hour; no 
L.E. cells were found; serum proteins were normal. On 
July 11 all scalp tenderness had disappeared and E.S.R. had 
returned to normal. On December 11 E.S.R, was 10 mm./ 
hour, and, apart from some hyperchlorhydric dyspepsia, 
there had been no further symptoms. 

Past History.—Transient diplopia in 1952, attributed to 
vascular spasm. 


Discussion 
The practice in which these cases occurred is a 
predominantly urban one containing about 3,700 


National Insurance patients with a small admixture of 
private practice on the southern fringe of the Kentish 
Weald. The practice is run by another doctor and 
myself in partnership. There is very little local industry, 
and the proportion of old people is high. The figures 
at the last census showed that 21.16% of the local 
population were over 60 (General Register Office, 1954). 
This is double the national figure, which was 10.6% in 
1955 (Central Statistical Office, 1956). 


Diagnosis 
The clinical features of Cases 1, 2, 5, 6, and 9 leave 
little doubt about the diagnosis ; moreover, this was 
confirmed by biopsy in Cases 5 and 6. 





Initial Blood Examination 
— tana. my | : Remarks 
E.S.R. | Eosino- 
| Hb W.B.C. | phils 














deteriorating for some months, accompanied by pains 
g Clinical Features 
Cc | Duration = . oe 7 amatiee 
No. N Results Lossof | Head- . 
Sex Illness Weight ache | Tinnitus | 
1 | 86 F wee Dead a’ | ++ x - 
2|}mF|12 ,, | Pully n | +++ e | 
| recovered! } 
3 64M 2-3 , | ad | + 4 - 
| | 
4/72F | 2 ,, | Most r++ | | ++ | 
symptoms | 
in abeyance | | 
5 71 F 19 ° Symptom- ++ +++ | + + 
ree 
6 |6F/18 ,, =a ++ +++ + 
7/|6F/16 ,, a +4 ++ 
8 84 M ee Dead + + - 
9 |74M|745, Symptom- - ++ 
| free 
| 











~ | No record No recovery of sight in left 
eye 
a+ . 2 2 eee 8,700 | 1% Prompt relief with cortico- 
| trophin 
= | Said to be normal Right third-nerve palsy. 
| | Death due to pneumonia 
— 104 84% 10,400 | 4% | Biopsy of lIeft temporal 
| (later (later artery showed healed ar- 
13,000) 13%) | _ teritis 
+ | Ms 81% 4,500 Nil Positive biopsy right super- 
| ficial temporal artery 
+++ 107 | 87% 6,400 Nil Positive biopsy left super- 
| | | ficial —— artery 
+++ 70 82% 5,300 3% | Blind in left eye 
- 110 92% 7,200 | Nil Old-standing oesophageal 
| | __ stenosis 
- | 28 104% _ | — | Mild case. No general 
| | systemic disturbance 
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In Case 3 the history of headache, third-nerve palsy, 
and a clinically enlarged and tender superficial temporal 
artery are very suggestive. The absence of fever or 
raised E.S.R. are contrary factors, but it is submitted 
that the condition was quiescent when paresis took place. 
Furthermore, several confirmed cases have been reported 
where the E.S.R. was within normal limits (Oldberg, 
1942 ; Anderson, Nicholson and Iverson, 1948 ; Cohen 
and Harrison, 1948; Keltai and Endes-Eiserth, 1949. 
Lack of corroboration from biopsy was unfortunate 
here, but where clinical recovery had occurred (except 
for the residual paresis), subjection of the patient to 
operation would be scarcely justified for purely 
academic ends. 

In Case 7 the usual picture of acutely inflamed 
temporal arteries was not seen, nor was there the usual 
prologue of malaise, persistent headache, and scalp 
tenderness that so often raises the curtain on the 
tragedy of sudden blindness. The latter event, however. 
did ensue in a manner which suggested venous rather 
than arterial obstruction, with retinal haemorrhage and 
engorgement of veins. The greatly raised E.S.R., the 
rather bizarre cephalic pains, the onset of blindness, 
the response to steroid therapy, and the subsequent long- 
continued indisposition all combine in support of the 
diagnosis. 

In Case 8, again, the local involvement of ‘the 
temporal arteries was not striking, though there was a 
certain amount of tenderness and thickening. The 
high E.S.R. supports the diagnosis, but the whole picture 
was complicated by the poor general condition of the 
patient, evidently largely consequent on the oesophageal 
obstruction. It is unfortunate that a necropsy was not 
possible in this case. 

Case 4 presents a most interesting problem because 
there are features of the condition which suggest both 
temporal arteritis and polyarteritis nodosa. The eosino- 
philia and the renal changes which occurred in the 
initial acute stages of the illness suggest the latter ; while 
the early involvement of the cranial arteries, the 
relatively benign course of events, and the eventual slow 
journey towards recovery, together with the size of many 
of the arteries involved, all point towards temporal 
arteritis. The muscle biopsy did not show any signs of 
polyarteritis, and involvement of the renal arteries has 
occurred in temporal arteritis (A. T. K. Missen, 1956, 
personal communication), which might account for the 
renal changes. The histological findings after biopsy of 
the temporal artery showed a healed arteritis, but it was 
not possible to be specific about the precise nature of 
the inflammation. 

It is interesting to note that four patients complained 
of photopsiae (“ fireworks,” “showers of sparks,” “ dull 
dazzle,” etc.). As an indication of disturbance in the 
retinal circulation, this would seem to be a system to 
respect, but which has not obtained much prominence 
in hitherto published work. Five patients also com- 
plained of tinnitus. 


Aetiology 

It may be significant that, of these nine cases, five 
were in women of gentle and cultured habits and 
upbringing. Harrison (1948) says there is evidence that 
“ middle-class and well-to-do patients seem to have been 
rather more frequently affected.” Horton and others, 
in the early cases, seemed to find greater involvement in 
country dwellers than in town dwellers, but this has not 
proved to be the rule since. The fact that the proportion 


of people over 60 in the district is double the national 
figure may well be important, since this is a disease of 
the elderly. 

Each patient was closely questioned for history of 
allergy. Case 2 had a history of constitutional eczema 
and was hypersensitive to iodides and bromides. Case 
7 was said to have had migraine for many years, which 
she treated by self-administered injections of ergotamine 
tartrate. Since the start of her present illness there have 
been very infrequent attacks of migraine, and there 
does not appear to be any link between these attacks or 
injections of ergotamine and any exacerbations of the 
arteritis. It is perhaps noteworthy, since sulphonamides 
have been blamed for polyarteritis, that the illness 
started with diarrhoea, for which she was treated with 
sulphaguanidine ; this preceded the very early acute 
symptoms such as headache, fever, and general 
prostration. 

Conclusion 

It is said that about 50% of the victims of this 
condition have ocular complications (Roux, 1954). But 
it seems possible that many more cases do occur without 
ocular involvement, and for this reason may not be 
recognized. 

In a number of cases the clinical features appear to 
be ill-defined. Gilmour (1941) reported the case of a 
woman of 64 who suffered from an ill-defined disease 
for 20 months and never showed any indications of 
temporal arteritis. She eventually died of amyloid 
disease of the kidneys, but at necropsy many of the 
major arteries showed what the author interpreted as 
the healing stage of temporal arteritis. Harrison (1948) 
in his review noted several instances in which symptoms 
were not very striking. Robertson (1952) said, “ Cranial 
arteritis is probably a common disease.” He exhorted 
all physicians, ophthalmologists, rheumatologists, and 
geriatricians to add it to their diagnostic vocabulary. 
With respect, I believe he should have included the 
family doctor in his list, and with humility I commend 
this condition to my colleagues. 


Summary 

Nine cases of temporal arteritis are reported in a 
medium-sized general practice during the period March, 
1953, to August, 1957. 

One case was of particular interest in that it showed 
features common to both temporal arteritis and poly- 
arteritis nodosa. 

Five of the cases were in women of gentle habits and 
upbringing. All were elderly. 

The proportion of patients in the district over 60 years 
of age is more than double the figure for the country 
as a whole. 

Attention is drawn to the occurrence of photopsiae in 
this condition as a symptom of significance. 

Temporal arteritis is probably a much commoner 
condition than is generally recognized. 


I thank the following consultants at the Kent and Sussex 
Hospital, Tunbridge Wells, who have been concerned in 
the management of these cases: Mr. H. M. Symons, Mr. 
J. E. Cogan, Mr. I. D. Henderson, Mr. J. V. Clark, and 
Dr. J. Ranking. I also thank Dr. G. E. Bourne and his 
staff at St. Bartholomew’s Hospital in connexion with 
Case 4; my partner, Dr. Kenneth Isaacs, for Case 1; and 
Mr. Alfred Maier for assistance with photomicrographs. In 
particular, I am indebted to Dr, A. T. K. Missen, of Guy’s 
Hospital, for much advice, for examination of the biopsy 
material, and for most of the photomicrographs. 
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LENGTH OF STAY IN MENTAL 
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INFLUENCING IT 
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IAN SKOTTOWE, M.D., F.R.C.P., D.P.M. 
From the Warneford Hospital, Oxford 


“If I come into hospital, how long shall I have to 
stay ?” is a question to which many patients would like 
to know the answer: psychiatrists, too, would like to 
know—in terms more precise, if possible, than textbooks 
and experience afford. To assess the effectiveness of 
hospital case management or of some new treatment 
we need to know what ordinarily happens when patients 
are admitted. In an illness such as lobar pneumonia 
or measles, where the onset is acute, the course 
consistent, and the end clear, the effect of a new anti- 
biotic drug may fairly readily be told. In contrast 
with this, the onset of mental illness is often insidious, 
the causes less well defined, the course more variable, 
remittent, or relapsing, and the outcome less certain. 
In spite of this it is possible to predict fairly accurately 
what will happen to groups of patients in particular 
circumstances, although exact prediction for individuals 
is at present impossible. 


National Expectation 

In the Mental Health Supplement for 1950-51 
(Registrar-General, 1955) the duration of stay in mental 
hospitals is given for patients admitted and discharged 
during one year. Patients admitted but not discharged 
in the same year are not included, and no information 
is therefore available of the expected duration of hospital 
stay for any particular group of admissions or of 
patients within a special diagnostic category. Nor does 
the later Mental Health Supplement (Registrar-General, 
1958) help in this respect, for the duration of stay is 
given for patients discharged during the year, but 
irrespective of the year of their admission. For the 
purpose of recording the natural history of illness it 
would be better to choose a two-year period or longer, 
in order to follow what happens to patients admitted 
in one particular year: without this provision it is not 


possible to study the fate during the next twelve months 
of those admitted in the last months of the year. 


We are indebted to Dr. W. S. Maclay and to Mr. 
K. R. Creedy, statistician at the Board of Control, for 
kindly making tables available of the number of patients 
admitted to mental hospitals in England and Wales in 
1953 and followed to the end of 1954, so that the length 
of their stay in hospital up to 12 months could be 
determined. This information is presented in Table I. 
The length of stay is given in months for percentage 
proportions of those admitted during 1953, according 
to their age, sex, and diagnosis. Because of the natural 
tendency to remember long-stay patients but to forget 
those who remain in hospital only a short while, it may 
not have been fully appreciated hitherto that half the 
patients diagnosed as schizophrenic are discharged from 
hospital in roughly five months. For manic-depressive 
illness the median duration of stay is six to eight weeks: 
this is so for all but the youngest group of men, in whom 
it is slightly longer. 

To claim improved treatment or more effective case 
management it is necessary to show that higher 
proportions are discharged after stated intervals of 
time. A claim that a majority of schizophrenic patients 
were discharged in five months after some new treatment 
would clearly not imply any advance over present 
methods of management and current expectation, unless 
other evidence, such as greater ease of management, 


Taste I.—Duration of Stay in Mental Hospital for Patients 
At — in 1953, by Sex, Age, and ‘Diagnosis. The Duration 
of Stay is Gi n as Months Within which the Relevant 
Proportion of Patients were Discharged 










































































| Percentiles 
| Age =e OE CE wee, RE oe EY Yee Bree 
20% | 30% | 40% | s0% | 60% | 707% | 80% | 90% | 100% 
Schizophrenia 
(| 10-19 , 20) 30) 39) 48, 55) 7-9 )12+ 
20-24] 16] 28] 40] $1] 65] 97 [12+ 
Men ¢| 25-34] 16] 25] 36] 48] 62] 7:3 |12+ 
35-44 | 1-4] 2:3] 35] $2] 83] 124 
| 45-54] 1-3] 21) 34] 53 | 90] 124 
(| 10-19 | 20] 28) 37] 45) $4] 7-2 |12+ 
| 20-24 | 1-6] 26| 36] 47| 58) 82 |12+ 
Women | 25-34 1-5] 3-4] 47] $9] 89] 12+ 
| 35-44 1-5| 2-2| 3:2] 46] 60| 104 {124 
45-54 18} 2-7) 41) 58 | 94) 12+ 
Manic Depressive 
10-19 06; O09) 1S / 25) 43) 59 ) 86 112+ 
_ ) | 2034 06] 09 }/1-4/ 19) 24] 29 | 44/62 | 12+ 
25-M | 06 | O88] It] S| 19) 261 45174 | 124 
35-44 | 06/ O9/ 1:3] 16) 20] 26 | 40/69 | 12+ 
45-54| 07| 10] 14] 17] 22] 29 | 48/98 | 124 
10-19} 06] O8 | tt] 14] 17] 22 | 44/102 | 12+ 
20-24 | 06] O8 | 1:2] 16] 21] 28 | 45] 76 | 12+ 
Women | 25-34! 06] O08 | 1-2] 16] 20] 28 | 44] 7-4 | 124+ 
35-44 | 07] 10] 1-4] 1-7] 22] 30 | 50) 93 | 12+ 
45-54 | 08 | 12] 16] 20] 26] 38 | 56 12+ 
Psychoneurosis 
10-19 | 06] OF) 1:3) 18) 24) 31 ) 47565 ) 12+ 
20-24 | 04] 07/ O9/ 1:2) 16] 21 | 291 56 | 12+ 
25-34 | 05/| 07] 09] 13] 16] 20 | 29] 52 | 124+ 
35-44 | O05] OF] 10] 1:3] 1-7] 23 | 31) 56 | 12+ 
45-54/| 06| O8/] Li] 15] 18] 24 | 34160 | 12+ 
(| 10-19] OS] O8| Ht) 16] 22| 33 | 5-3 1103 | 12+ 
20-24 | O05] O8 | 10] 1-5 | 20] 28 | 43] 59 | 124 
Women | 25-34] 05); O8 | 1:0] 14] 18] 23 | 3-2] 55 | 12+ 
35-44 | 06] O8/] It] 15] 19] 24 | 35) 61 | 124+ 
45-54 | 06 / O8 | LI] PS] 18] 24 | 37173 | 12+ 
Behaviour Disorder 
10-19; OS, 12) 19) 27) 39) 52) 7-8 124+ 
20-24 | 03/| O9/] 1:3] 18] 25) 46] $9 112+ 
25-34| OS | OF] 10) 15] 20] 29 | $0) 98 | 12+ 
35-44/ OS | O7/ 10/ 14] 19] 27 | 43) 83 | 124+ 
45-54/ 06/ O8] P41) 16) 21) 30 | 54/120 | 12+ 
10-19 | 10] 15] 20) 29) 41) $3 | 7-6 [12+ 
20-24 | OS | O8 | 13) 20) 3-1] SO | 97 [124 
Women | 25-34 | O05 / O8 | 12] 19] 30| 47 | 7-2 |12+ 
35-44 | 07/ OB] 1:2] 18) 26) 42 | 70 112+ 
45-54] O8 | 1:2) 16] 21) 30] 56 | 89/124 
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lower toxicity of drugs, or diminished readmission rates, 
could be found to justify it. 

Table I may also be used as a percentile indicator of 
prognosis, in that after a given time a patient clearly 
belongs to the remaining proportion with poorer 
prognosis—for example, the least hopeful 20% of 
schizophrenics stay at least 12 months in hospital. 

In Table II the data for schizophrenia are rearranged 
to show what percentage of patients in the country as a 
whole may be expected to have left hospital after any 
given number of months up to one year. This may 
be found more convenient for certain purposes, in that 
individual patients may be allotted a percentile ranking 
with regard to national expectation for length of stay. 


Tasie Il.—Cumulative Percentage of Patients with Schizophrenia 
Discharged from Hospital by the End of Each Month 
































| Months 
,” OE eee 
2} 3| 4) 5] 6| 7] 8] 9| 10] 11] 12+ 
10-19 | 20 | 30 | 41 | 53 | 64 | 68 | 70 | 72 | 74 | 76| 78 
20-24 | 23 | 32 | 40 | 49 | 56 | 62 | 65 | 68 | 71 | 73| 76 
Men | 25-34 | 24 | 34 | 43 | 51 | $8 | 68 | 73 | 75 | 77| 78] 79 
35-44 | 26 | 36 | 43 | 49 | 53 | 56 | SB.) 62 | 65 | 67| 68 
45-54 | 28 | 37 | 43 | 48 | 52 | 54] 57 | 60 | 63 | 65| 46 
10-19 | 21 | 32 | 44 | 55 | 64 | 69 | 71 | 73 | 75 | 77| 79 
| 20-24 | 24 | 34 | 44 | 53 | 62 | 66! 69 | 72 | 74| 76] 78 
Women | 25-34 | 23 | 28 | 34 | 43 | 51 | 55 | 58 | 61 | 63 | 66| 68 
35-44 | 27 | 38 | 46 | 53 | 60 | 63 | 66 | 68 | 69/71) 74 
45-54 | 22 | 32 | 39 | 45 | SI | $4 | 56 | 58 | 61 | 64) 66 
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Hospitals in and Around Oxford 
In comparing local results with national expectation 
many factors complicate the picture, and some of these 
are illustrated below: among the more powerful are 
the patient's age, occupation, and physique; perhaps, 
too, the discharge policy and practice of particular 
hospitals. There is a possibility that national expectation 
may have changed with the increasing number, of 
admissions in subsequent years, and that what happened 
in 1953 is not necessarily an accurate index of what is 
happening now. This, however, constitutes an argument 
for providing more up-to-date figures rather than a 
serious objection to the best available comparative 
evidence. Duration of stay for first and subsequent 
admissions may be different, although the evidence so 
far available suggests, perhaps surprisingly, that the 
difference is not significant. Figures for patients over 
54 years of age have been excluded because increasing 

mortality progressively disturbs the picture. 


Hospital Stay of 120 Men Suffering from Schizophrenia 

The sample of patients with schizophrenia now to be 
examined in more detail comprises 120 men admitted to 
the four mental hospitals in the southern part of Oxford 
Region during the last three or so years. Each hospital 
was visited weekly, though there were occasional 
unavoidable breaks, and all the patients admitted since 
the last visit were examined, except the few who had 
left within a few days and the very few who were 
unwilling or so ill as to make this examination 
inadvisable. One of us (I.S.) made a routine mental 
examination ; the other (R. W. P.) took anthropometric 
measurements. Further details of the continuing survey 
from which this sample has been taken may be found 
in Behaviour and Physique (Parnell, 1958), which 
includes an interim analysis of findings. Details include 


description of the methods of clinical somatometry, a 
statement of the diagnostic criteria emploved, and 
discussion of the problem and relevance of diagnostic 
validity where single observers are concerned in a com- 
bined psychiatric and somatometric study of this kind. 


In the present sample, schizophrenia was diagnosed 
only where characteristic disorder of the thinking 
process and incongruity of mood could both be 
discerned. The case was classified as paranoid schizo- 
phrenia if hallucinations and delusions predominated, 
provided that the essential thought disorder and mood 
incongruity were also present. In a few cases, more 
especially where symptoms had been modified by 
treatment during previous admissions, reliance was 
placed on case records, but where doubt existed about 
the diagnosis the case was excluded. Thirteen per cent. 
of the sample constituting the total survey (all diagnoses) 
were diagnosed schizophrenic, compared with 21% of 
hospital diagnoses in the Oxford Region as a whole, 
and 28% of all admissions under 65 years old in 
England and Wales in 1953. This suggests that the 
criteria used here for diagnosis are more strict than is 
customary in some circles. Indeed, insistence upon the 
presence of the symptoms we have mentioned necessarily 
leads to this; and it may be that we are in effect 
limiting ourselves to consideration of what would once 
have been called dementia praecox and are disregarding 
the less clear-cut illnesses somewhat loosely called 
“ schizoid.” 

Insufficient time has elapsed for all the patients 
interviewed to remain in hospital (if they are going to) 
more than 12 months. Those with an incompleted 
hospital stay of less than 200 days are therefore 
excluded, leaving 120 men in the sample. Their median 
stay was 175 days, a figure which is a shade longer 
than national expectation. 

In Table III patients are divided according to whether 
they had a short stay in hospital of less than 100 days, 
a medium-stay of 100-199 days, or a longer Stay 
exceeding 200 days. Six factors show significant 
statistical association with length of stay. They are: 
age when seen, age at first mental hospital admission, 
occupation, somatotype, diagnosis, and the perticular 


Tas_e Ill.—Factors Affecting Duration of Stay in Hospital of 
120 Male Schizophrenic Patients 
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hospital where treatment was received. No significant 
difference was found between the length of stay at first 
and second or subsequent admissions 

Age when seen appears to influence length of stay 
slightly more than the age at first mental hospital 
admission. For first admissions these two ages are of 
course identical. Younger patients in this series stayed 
longer in hospital than older patients, and this may be 
related to some special feature such as the high 
proportion of students, because the national figures in 
Tables I and II do not show this relationship with age. 
Age of onset of illness was also examined, but no 
significant effect on duration of stay was found. 

Occupation.—Students and professional men stayed 
longest in hospital; men in skilled trades came next; 
labourers left hospital in the shortest time. This trend 
is presumably related, though probably not entirely, to 
the higher level of intellectual performance demanded 


Days IN HOSPITAL SCHIZOPHRENIA 
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Somatochart illustrating the length of stay in days for each 

somatotype dominance. The outer ring of figures shows the time 

in days within which three-quarters of the patients in each sector 

left hospital; the inner ring | figures shows the median length 
of stay 


before recovery is recognized in professional workers, 
or, where recovery is incomplete, to the time which 
elapses before a more humble occupation is accepted. 
The importance of the more exacting calls made on the 
lives and adaptation of gifted and professional men in 
our present complex social and cultural environment, 
even if it cannot be measured, certainly cannot be 
disregarded. Occupational influence on length of stay 
was powerful: it gave a relatively high contingency 
coefficient of 0.42 (Table IID, and is clearly responsible 
for a large part of the difference in duration of stay 
between hospitals, because many more students and 
professional men were treated in the Warneford Hospital 
than elsewhere. 

Physique.—This is analysed in terms of somatotype 
dominance. There are two notable findings. First, the 
highest concentration of male schizophrenics is in sector 
Lf, where 31% of the total are found, compared with 
only 12% in the general student population at Oxford. 
Lf body types have a linear build with proportionately 
more fat than muscle. Under the age of 20 years an 
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even higher proportion of half the student-patients 
belonged to type Lf. The second notable finding is 
that, in addition to the greater disposition to schizo- 
phrenia, men of type Lf physique also take the longest 
time to recover. This tendency is illustrated by the 
somatochart, which gives lengths of stay in days for 
each somatotype dominance. The outer ring of figures 
on this chart shows the time in days within which three- 
quarters of the patients concerned left hospital. The 
inner ring shows the median length of stay. It is 
interesting to find that muscular physiques of type Mf. 
in the sector which lies diametrically opposite sector Lf, 
succumb to schizophrenia least often and also show the 
shortest stay in hospital. Patients belonging to inter- 
mediate sectors stayed for intermediate periods. 

Diagnosis.—The national figures on Table I showed 
that schizophrenic patients stayed longer in hospital on 
the whole than those with other disorders. The 
prognostic value of formal Kraepelinian diagnosis is 
further supported in the present series by the fact that 
when schizophrenics are divided into paranoid and other 
forms it is found that a significantly higher proportion 
of paranoid cases stay a shorter time. The difference 
reached the 5% level of significance. But it is evident 
that Kraepelin’s concept of schizophrenia as a formal 
illness is in no way irreconcilable with more dynamic 
views, embracing, for example, factors governing 
personality, varying constitutional disposition to break- 
down, choice of occupation, and the effect of situational 
stresses on the development and amelioration of mental 
disturbance. The onset and course of schizophrenic 
illness may quite reasonably be viewed as the outcome 
of special internal and external stresses on persons of 
particular physique with varying constitutional 
disposition to breakdown, without prejudice to the 
validity of any somatic pathology that may eventually 
be established. 

Summarizing the findings in Table III from the 
statistical angle, it is seen that occupation appears to 
exert the most powerful influence on duration of stay 
(contingency coefficient 0.42). The other factors—age 














TABLE 1V.—Percentage of Short-stay Cases for Various Factors 
at Different Hospitals in 120 Men with Schizophrenia 
Hospital Hospitals 
| w. F., St.J., and L. 
| | Percentage, Percentage 
| . | of e of 
| |\Short-stay*® Short-stay 
| Cases Cases 
Age when seen | 
os 20 years .. | s 2 3 3 
20-2 es - 5 
More than 24 ,, .. | 19 | 3s} | 42 57 
Age at first mental hospital | 
admission : 
Under 20 years 16 | 38 14 a 
More than 34 ,, | 2 | @ 0 37 
| | 
Occupation: | | 
Student .. es ). 2 5 2 
Professional ‘ : 7 29 3 33 
Skilled trades ws — 15 67 35 7 
Labourers - a 0 — 17 59 
Not known wi 0 = 2 | 0 
} 
Somatotype dominance : | P o | 
M . sa 4 5 80 
MI 6 50 12 SO 
Lm 8 63 22 55 
Lf | 24 ! 25 13 38 
Fl : 6 50 s | 60 
Fm | 7 86 5 40 
Central | 2 (30) | 0 — 
Diagnosis : | 
Paranoid schizophrenia 20 70 27 48 
Other forms ee ee 38 40 | 35 $1 











* Short stay here refers to less than the median stay for the particular 
hospital group. 
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when seen (C.C. 0.25), age at first mental hospital 
admission (C.C. 0.23), somatotype (C.C. 0.24) and formal 
diagnosis (C.C. 0.23)—exert significant but more 
moderate influence. 

Because of the differences found between hospitals 
it was decided to divide the data into two parts and 
examine the trends shown by age, occupation, 
somatotype, and diagnosis at the Warneford Hospital 
(W.) and separately for the group comprising Fair 
Mile, Littlemore, and St. John’s Hospitals. This step 
towards internal validation revealed consistent trends 
for age, occupation, and somatotype (see Table IV). 
But there were two exceptions: formal diagnosis 
showed, if anything, an opposite tendency in the two 
samples, and this was also true of small samples 
(numbering 5S and 7) of type Fm physiques. 


Prediction of Outcome 
After the discovery of these significant factors it was 
decided to explore the possibility of using them to 
predict duration of stay. They are listed below, together 
with the proportion of patients in each category who 
stayed in hospital less than 150 days: 


Under 20 years . - 47% 
Age when seen @ 20-24 years - in 30% 
{ Over 24 years .. = 51% 
._, ( Under 20 years .. =! 41% 
Age at first mental hospital At weave 31% 
“de 20-24 ye ; . 31% 
admission Over 24 years .. 56% 
{ Students a? ; 17% 
; | Professional ‘ es 22% 
Occupation ) skilled trades .. .. 60% 
_ Labourers ce ha 65% 
if Sector Mf a 60% 
MI 42° 
Lm $3% 
Somatotype dominance <__,, Lf fy 31% 
| Fl ” ‘ 40% 
; . Fm 46% 


} = , > _ 
| Central(n=2) .. 


f Warneford 21% 

. , Fairmile .. 59% 

Hospital | St. John’s 63% 

Littlemoor na aa 69% 

We took the appropriate proportion under each 


heading for each patient, and added the five percentages 
together to give a score indicating probability of a short 
stay. The totals ranged from 130 to 295, the higher 
figures representing a greater chance of spending only 
a short time in hospital. Fifty-one men actually spent 
less than 150 days, and a post-hoc prediction to this 
effect was therefore made for the top 51 men whose 
predictive scores amounted to 230 or more. Of this 
group, 35 actually left hospital in time, which means 
that 69% could have been correctly predicted as short- 
stay cases, compared with an expected proportion of 
43% (51/120). This is better than chance 
ee ne =275) 
S.E. Diff. 

but it falls short of useful prognostic value for 
individual patients. Near the middle of the predictive 
scale, efficiency falls to a level no better than chance, 
a result which may be expected when sorting into only 
two categories. But if we consider the 51 men with 
low prediction scores of less than 200—that is, patients 
with the greatest chance of staying a long time—we 
find 43 (84%) actually spending over 150 days in 
hospital. Since only 43% would be expected long-stay 
cases by chance, it seems that prediction of long stay 
is better than prediction of short stay. Indeed, it rises 


to a level which begins to be interesting prognostically, 
and perhaps for this reason should be discussed further. 


The product moment correlation between prognostic 
score and actual stay in hospital gave a coefficient 
r—0.55. This expresses a moderate degree of 
association, part of which is of course due to the scores 
themselves being derived from these particular data. 
Although a test of internal validation was mentioned 
earlier, it is further necessary to validate a predictive 
score of this kind on similar but different cases in the 
same setting, and also quite separately for other 
hospitals. On the other hand, if none of the factors 
studied here had revealed significant differences in length 
of stay, no system of predictive scoring could have been 
attempted. In publishing the results, the main hope is 
that others may attempt‘to confirm them or, better still, 
will improve upon them. If psychiatric diagnosis is to 
pass from a descriptive phase to one which carries 
clear implications for prognosis or for treatment, 
diagnostic opinion must be recorded and implications 
tested by measuring results. For science it is not enough 
that time alone should tell the diagnosis ; prediction is 
prerequisite ; story-telling belongs to history and the 
arts. 

Forms of Treatment 

In estimating duration of hospital stay only those 
factors available when an admission diagnosis is reached 
have so far been considered, because prognosis must 
depend on such factors. Treatment has so far been 
ignored, though it may reasonably be expected to affect 
duration of stay. Patients receiving four forms of 
treatment commonly employed in schizophrenia (deep 
insulin coma therapy, electric convulsion therapy, 
chlorpromazine, and reserpine) were separately grouped 
into those receiving it and those not receiving it, in order 
to compare duration of stay in each group. Insulin 
coma therapy was associated with significantly longer 
stay in hospital ; in the other three the results did not 
differ significantly. It should be remembered that the 
original design involved selecting a representative and 
nearly consecutive series of cases: it was not our 
primary intention to set up a comparative trial of treated 
patients and controls from which conclusions might be 
drawn concerning the effectiveness of treatment. In 
the present series, choice of treatment may have been 
determined, in part at least, by severity of illness, and 
the selection of severe cases for one form of treatment 
may easily prejudice the apparent success of that form 
of treatment. 

In addition, the significant associations of age, 
occupation, and somatotype with duration of stay may 
well influence ease of rehabilitation as much as, or more 
than, individual pharmacological response, and _ this 
latter feature clearly requires separate assessment. Thus 
the present data do not permit an answer to the question, 
“Which treatment is best in schizophrenia ?” Never- 
theless, as the survey continues, evidence should be 
forthcoming whether patients with particular kinds of 
physique respond more quickly than others to particular 
forms of treatment. If patients should show varying 
responses to any particular drug, the question of which 
treatment is best suited to a particular body build may 
be found to overshadow the then hypothetical question 
of which is best for schizophrenics as a whole. The 
present survey is therefore being extended and 
supplemented with current records of response to 
treatment, in an attempt to distinguish response to 
pharmacological treatment from the later problems of 
rehabilitation. 

In selecting duration of stay for study, no evidence 
has been obtained about the course of illness after 
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discharge from hospital. Some patients discharged 
themselves against medical advice; their subsequent 
history is not recorded, but it is clear that their early 
discharge could only spoil the effective prediction of 
long-stay cases—the group in which prediction was best. 
The possibility that short-stay cases might have been 
readmitted to hospital within 200 days of their entry 
into the survey was considered because it might be 
thought more appropriate to classify such cases among 
the intermediate group staying 100-199 days. There 
were, in fact, only four such cases, a number unlikely 
to alter results in any significant way. No knowledge 
has yet been gained of numbers readmitted later than 
200 days from their entry into the survey, nor of 
patients’ health after an interval of years: this may 
follow in time. The two notable advantages of 
considering duration of hospital stay are that it can be 
determined accurately in days, and that this provides 
a well-defined measure of an economic burden 
shouldered by the community. 


Conclusions 

It is hoped that future national statistics of mental 
ill-health will show length of hospital stay for groups 
of patients admitted in one particular year and followed 
for stated periods of time. 

In England and Wales in 1953 the median length of 
hospital stay was approximately five months for schizo- 
phrenia, and six to eight weeks for manic-depressive, 
psychoneurotic, character, and behaviour disorders. 

The length of hospital stay of 120 male schizophrenics 
at hospitals in and around Oxford was only slightly 
longer than national expectation when the group was 
considered as a whole. 

But within the group significant variations in length 
of stay were found in association with occupation, age, 
somatotype, and diagnostic category. The factors 
associated with greater length of stay were student and 
professional occupations, youthfulness, a linear physique 
with little muscularity (type Lf) and non-paranoid 
forms of illness. 

It is suggested that wider studies be made of the 
association between length of stay and the factors 
enumerated. 

A prognostic scale based on the significant findings 
led to post-hoc prediction of short-stay cases that was 
69%, correct, and of long-stay cases 84% correct. The 
possible development of prognostic scales is discussed : 
confirmation, external validation, and, if possible, 
improvement are required before they can be accepted 
as Satisfactory in practice. 
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Hospital statistics emphasize the importance to 
psychiatry of the chronic or long-stay patient. They 
show that, although the average length of stay of 
patients discharged in 1953 was only two months, 80% 
of the current population had remained continuously in 
hospital for at least two years (Registrar-General, 1953). 
A stay of this length is the most common definition of a 
chronic patient (Cross, 1954; Carstairs et al., 1955; 
Drasgow, 1957). Chronic is here used to refer only to 
length of stay and not to a specific clinical condition. 
Approximately 70% of these chronic patients are 
diagnosed schizophrenia, and their average length of 
continuous residence is just over 12 years (Cross et al., 
1957; Registrar-General, 1958). 

A mental patient’s chances of discharge have in the 
past decreased rapidly after his second year in hospital. 
From national data of 1949 one can derive the approxi- 
mate chances of discharge in this year for patients with 
varying lengths of stay (cf. tables M22 and M29, 
Registrar-General, 1953). In England and Wales these 
were | in 12 in the third year, | in 50 in the seventh 
year, and | in 200 after the twenty-fifth. That discharge 
rates are consistently low for schizophrenic patients 
after their second year of stay has been shown for both 
Britain and America (Danziger, 1946; Malzberg, 1952 
Harris and Norris, 1955 ; Drasgow, 1957). The simplest 
explanation is that by the third year of stay only the 
more severely ill patients have been retained. 

The present study, however, assumes that length of 
stay is not solely determined by severity of illness, but 
also by social factors and particularly by “ social 
isolation.” This was defined by absence of visits from 
relatives or friends during a patient's first two months in 
hospital. This index, underestimates isolation since 
some long-stay patients were visited once or twice soon 
after admission and thereafter not at all. 

Isolation may increase the likelihood of a patient's 
remaining in hospital, since there is no external pressure 
for his discharge. In addition, the attitude of the 
medical and nursing staff towards the discharge of such 
patients is likely to be more cautious. 

To test these ideas, hospital admission cohorts 
previously employed in another study were first used 
(Wing er al., 1959).* These were schizophrenic patients 
admitted in 1950 and 1955 to Long Grove Hospital, an 
institution of 2,187 beds which serves a catchment area 
25 miles away in London. The investigators showed 
that 37% (34% of men and 38% of women) remained 
cuntineneiie in hospital for two years after their 
admission in 1950. For 1955 admissions this figure was 
substantially reduced to 20% (17% of men and 26% of 
women). As this could not be explained by changes in 
age, marital status, or occupational level, the reduction 
was attributed partly to a change in discharge policy 
and partly to an improvement in treatment. 








*Small differences in numbers are due to the exclusion in this 
study of patients transferred from other mental hospitals and 
Broadmoor patients with sentences to serve at admission. 
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Before collecting the data on visits paid to the patient, 
the following two hypotheses were formed: (1) That 
patients admitted in 1950 who lacked visitors during 
their first two months in hospital were more likely than 
those who were visited to remain for two years. The 
second hypothesis was concerned with the reduction in 
numbers becoming chronic among 1955 admissions. If 
it is assumed that “ isolated ” patients were not more ill 
at admission, and that there had been a general change 
in attitude in the hospital towards discharge, it can be 
expected that more “isolated” patients would be 
discharged in 1955 as compared with 1950. The second 
hypothesis was therefore: (2) That for patients admitted 
in 1955 the relationship between lack of visitors and 
chronicity would be considerably reduced. 


Method 


Mental hospitals are under statutory obligation to 
note details of visits made to a patient. Records giving 
the relationship of visitors and dates of visits were 
available at the hospitals involved in this study. 
Nothing suggested that visits were not consistently 
recorded. 

The number of visits made to a patient during his 
first two months in hospital were noted. The few 
patients who left within a fortnight and who received no 
visits were excluded, since, had they stayed longer, many 
might have been visited. Their number is noted at the 
foot of each table. 

Patients readmitted within the same year have been 
included once only. 

Results 
Long Grove Hospital 

Hypothesis 1.—Table I shows that in 1950 there was 
a positive relacionship between lack of visits during the 
first two months in hospital and a continuous stay of 
two years (x?=34. 55, P<0.001): 83% of those not 
visited and only 25% of the visited became chronic. 
The first hypothesis was thus confirmed. Results for 
men and women were similar. Of the 30 isolated 
patients, 20 had either no known relatives or none living 
in the London area. The validity of the index of 
“social isolation’ based on lack of visitors is here 
supported. 

Hypothesis 2.—Table II shows that in 1955 there was 
no longer a significant relationship between isolation 
and chronicity. Of the unvisited 279% became chronic, 
compared with 18% of the visited. The second hypo- 
thesis was. thus confirmed. Comparison of the figures 
for the two periods suggests that the change is largely 
due to the early discharge of non-visited patients in 
1955. 

Two further points are noteworthy. Comparing 
1950 with 1955, the percentage becoming chronic 
dropped by half for men but only by a third for women. 
Since the percentage of women becoming chronic was 
still high, it was further predicted that in their case 
there would be less support for the second hypothesis. 
This proved to be so; there was still a positive, though 
reduced, relationship between isolation and chronicity 
for women (x?=7.33, P<0.01), while for men the 
relationship had completely disappeared. 

Secondly, in 1955 as compared with 1950 the total 
number of non-visited patients significantly increased 
for men but not for women. This might have 


introduced bias, but analysis failed to produce evidence 
for this. 


The increase had taken place primarily among 
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TaBLe I.—1950 Admissions by Duration of Stay and Visits 
Within the First Two Months (Long Grove Hospital) 





Duration of ‘Stay | 





| 
| 
— } Total 
| (2 > Years | >2 Years 
= No. | % No. % | No % 
No visits ¥ ~ | a | 25 | 83 | 30 | 100 
Visits , ; 88 75 a 118 100 
$$ EE — <4] 
Total 93 eo | s | 3 | 148 | = 100 
| 
y= 3455; P<0-001; 1d : 


Note :—Three patients with no visitors but remaining less than 14 days are 
not included. All had relatives in London. 


TABLE II.—1955 Admissions by Duration of Stay and Visits 
Within the First Two Months (Long Grove Hospital) 


! 
Duration of Stay 








es | Total 
<2 Years >2 Years | 
No. a = | No. % | No. % 
No visits 3 |) 2S 1 ee 4 Yue 2 | 100 
Visits | 102 82 23 | 18 125 | 100 
Total al | 100 


=I: 87; P> >0: Bs 8 d. Lf. 
Note :—Nine patients nes been excluded who had no visitors but who 
stayed less than 14 days. All had relatives in London. 


readmitted unmarried male patients, for whom Wing 
et al. (1959) showed that, if anything, the risk of 
becoming chronic was greater. 


Banstead Hospital 

The same information was later collected for admis- 
sions to Banstead Hospital in 1950-1 and 1955. It isa 
similar hospital serving a catchment area 12 miles away 
in London. 

Hypothesis 1.—Of the 326 schizophrenic patients 
admitted in 1950 and 1951, 30% became chronic. Table 
III shows that the first hypothesis was again confirmed, 
there being a significant relationship between isolation 
and chronicity (x?=21.04, P<0.001). 

Hypothesis 2.—In 1955 approximately double the 
number of schizophrenic patients were admitted than 
in either of the earlier years. Only 7% (5% of women, 
and 10% of men) became chronic. Table IV shows 


Taste III.—1950 and 1951 Admissions by Length of Stay and 
Visits Within the First Two Months (Banstead Hospital) 





Duration of Stay | 

















ate Total 
< 2 Years | >2 Years 
No. | oy No. 4 | No | 4 
No visits | 37 | 4 | 43 | S#& | 80 | 100 
Visits |} 182 74 64 26 246 100 
~~ Total ~ | 219 67 | 107 | 33° | 326 100 








a “yt= 21-04: P0001; Idf. | 
Note :—Six patients have been excluded who had no visitors but who stayed 
less than 14 days. All had relatives in London. 


TaBLe IV.—1955 Admissions by Duration of Stay and Visits 
_Within the First Two | Months (Banstead 1 Hospital) © 














| Duration of Stay 
| a Total 
| <2 Years | »2 Years 
No. % No. » 4 No. | %& 
No visits 65 84 12 16 77 100 
Visits 213 96 9 4 222 100 
Total 278 93 21 7 299 100 























y2=11-63; P<-0-001; 1 df. 
Note :—Five patients have been excluded who had no visitors but whose 
stay was less than 14 days. All had relatives in London. 








1302 Dec. 12, 1959 


LENGTH OF STAY IN 


MENTAL HOSPITALS 


Brrrisn 
MEDICAL JOURNAL 





that, although the percentage of isolated patients 
becoming chronic was much reduced (from 54 to 16%), 
there was still a significant though smaller relationship 
between lack of visitors and chronicity (x’=11.63, 
P<0.001). The second hypothesis cannot thus be 
regarded as strongly confirmed. In contrast to the Long 
Grove Hospital figures, there had been a significant 
reduction in the percentage becoming chronic in both 
the visited and non-visited categories. 

The difference between the two hospitals in rate of 
expansion of admissions prevents the direct comparison 
of their discharge figures in the latter period. 

The effects of isolation appeared to continue beyond 
the second year. For example, at each hospital just 
over half of both visited and non-visited groups who 
became chronic after being admitted in 1950 were still 
in hospital eight years later. Secondly, at Banstead 
Hospital social isolation as defined in this study was 
found in 25%, of recently admitted schizophrenic 
patients but in 50% of a random sample of the chronic 
schizophrenic population. Comparable data were not 
obtained for the other hospital. 


Discussion 

Of the schizophrenic patients admitted to two London 
mental hospitals in 1950-1, 35% were retained for at 
least two years in hospital. More of these patients 
lacked visitors during their first two months’ stay than 
did those who left hospital within two years. This 
relationship between lack of visitors and duration of 
stay applied to both first admissions and readmissions, 
and to all age-groups. 

For 1955 admissions one hospital (Long Grove) had 
reduced those becoming chronic to 21%, and the other 
(Banstead) to 7%. At Long Grove there was no longer 
a significant relationship between lack of visitors and 
chronicity: non-visited patients were being discharged 
earlier, but visited patients stayed much the same length 
of time as before. At Banstead the relationship between 
lack of visitors and chronicity was still significant, but 
was less marked than in 1950-1. 

Members of Long Grove Hospital commented on 
changes in discharge policy since 1950, and the deputy 
physician-superintendent of Banstead Hospital has 
described their radical change of policy over the last few 
years (Baker, 1958). 

The findings can be interpreted in at least two ways. 
Firstly, that there was a more conservative discharge 
policy in 1950, especially towards patients lacking 
relatives to supervise them. If it is assumed that isolated 
patients were no more ill at admission than the rest, 
then the change in policy described would be enough to 
explain the Long Grove results; but at Banstead the 
inference would have to be made that the change in 
policy had also influenced the discharge of visited 
patients in the latter period. 

Secondly, it is possible that isolated patients have 
special clinical characteristics for which improved 
methods of treatment and the newly introduced drugs 
have had a particularly beneficial effect. 

These two possible influences cannot be separated on 
the evidence presented; both have probably been at 
work. However, the specific predictions made in this 
study were supported; these results are sufficient to 
suggest that schizophrenic patients having no visitors 
early in their stay are particularly prone to become 
chronic cases when discharge policy is not positively 


directed towards early discharge. Further, they suggest 
that social information would be useful for picking out 
potential chronic patients soon after admission so that 
particular attention could ‘be given them. 

This paper has been concerned with the fact of 
discharge, but this, of course, is not the only criterion of 
a patient's outcome. It appears to be the case for Long 
Grove Hospital that readmissions within two years of 
discharge in the latter period were not greater than for 
1950 admissions (Wing et al., 1959). Nevertheless, it is 
possible that the earlier discharge of patients may 
involve hardship for some relatives (Brown et al., 1958 ; 
Brown, 1959). This last study did not give cause for 
pessimism about the  post-hospital adjustment of 
schizophrenic patients. It did suggest that it may be 
necessary to intensify provision for aftercare to derive 
the full benefit of the new emphasis upon extra hospital 
treatment, as well as to avoid distress for many 
relatives, 

Summary 

Thirty-five per cent. of schizophrenic patients 
admitted to two London mental hospitals in 1950-1 were 
retained two years or more. There was a positive 
relationship between such retention and a lack of 
visitors in the first two months’ stay in hospital. 

For admissions five years later one hospital (Long 
Grove) had reduced those staying at least two years to 
271%, and the other (Banstead) to 7%. In the former 
hospital the reduction in the percentage of admissions 
becoming chronic had largely taken place through the 
earlier discharge of non-visited patients. The reduction 
in the latter hospital was due to both categories of 
patient being discharged earlier. 

The influence of social factors on the length of 
hospital stay of schizophrenic patients is discussed. 


The records used in this study were made available by 
permission of Dr. E. P. H. Charlton, of Banstead Hospital, 
and Dr. A. B. Monro, of Long Grove Hospital. 


REFERENCES 


Baker, A. A. (1958). Lancet, 2, 253. 

Brown, G. W (1959). Milbank mem. Fd Quart., 37, 105. 
- Carstairs, G. M., and Topping, G. (1958). Lancet, 2, 685. 

Carstairs, G. M., Tonge, W. Ls4 O'Connor, N., and Barber, 
L. E. D. (1955). Brie. J. prev. soc. Med., 9, 187. 

Cross, K. W. (1954). Ibid.. 8, 29. 
- Harrington, J. A., and Mayer-Gross, W. (1957). J. ment. 
Sci., 103, 146. 

Danziger, L. (1946). Dis. nerv. Syst., 7, 229. 

Drasgow, J. (1957). Psychiat. Quart., 31, 454. 

Harris, A., and Norris, V, (1955). Ibid., 29, 33. 

Malzberg, B. (1952). Ment. Hyg. (N.Y.), 3%, 618. 

Registrar-General (1953). Statistical Review of England and 
Wales for 1949. Supplement on General Morbidity, Cancer 
and Mental Health. H.M.S.O., London. 
- (1958). Supplement on Mental Health for 1952-1953. 

Wing, J. K., Denham, J., and Monro, A. B, (1959). Brit. J. prev. 
soc. Med. In press. 








“Quack psychiatry appears to be an accepted and 
respectable practice among lay social workers, quasi-legal 
officers, and others with no medical qualifications. A human 
being is a whole person. His mind may affect his conduct: 
on the other hand physical illness may affect the workings 
of the brain. To refer a man direct to a psychiatrist is quite 
wrong: the individual may still be under the care of his 
general practitioner for some illness which is the cause of 
his behaviour. In all cases he ought first to be assessed 
by his family doctor, who is aware of his previous medical 
history, before any suggestion of further reference to a 
mental specialist.” (Annual Report of the Medical Officer 
of Health for the Year 1958. County Borough of Brighton.) 
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It was shown by Ervin and Young (1950) and by Ervin, 
Christian, and Young (1950) that haemolytic transfusion 
reactions might be produced by the transfusion of 
zroup O blood to patients of group A. They concluded 
that the reactions were associated with the presence in 
the donor’s serum of an antibody which displayed 
immune ” characteristics, and they further showed that 
the serum of 12 out of 100 donors of group O, picked 
it random, displayed immune characteristics. 

“Immune ” antibodies have been said to differ from 
“naturally occurring” ones in various respects, but 
Crawford, Cutbush, Falconer, and Mollison (1952) state 
that of the various immune characteristics of an anti-A 
serum the ability to haemolyse group A cells in the 
presence of complement is the easiest to detect, and they 
suggest that the in vitro haemolysin titre of a serum 
gives a good indication of its ability to destroy A cells 
in vivo. Grove-Rasmussen, Soutter, and Marceau 
(1951) reported an extensive study in which it was found 
that, though there seems to be a relationship between 
the titre of saline-reacting anti-A iso-agglutinins and 
the presence of immune anti-A antibodies, no exact 
correlation exists. Accordingly Grove-Rasmussen, 
Shaw, and Marceau (1953) described a screen test by 
which group O blood with titres of immune anti-A 
higher than 1/16 could be excluded from use as 
“ universal donor ” blood. This titre was chosen becatise 
it was thought to be the highest that could be expected 
to be rendered insignificant by dilution in the recipient’s 
blood stream. The test involves partial absorption of 
the sera with group-specific substance and then an 
indirect anti-human-globulin (Coombs) test. 


Test for Anti-A Haemolysin 


Mollison (1951) described a test for the detection of 
anti-A haemolysin, and Gardner and Tovey (1954) 
adapted this as a routine method for the investigation 
of group O donated blood. McDermott and Muschel 
(1956) screen their donors by a saline agglutinin and 
a haemolysin technique using human complement. It 
appears to have been tacitly accepted that the acquisition 
of the power of producing harmful reactions in group A 
recipients is a consequence of the immunization of the 
donor to the A antigen, but there seems to be a lack 
of experimental evidence to support this. 

In fact, Ervin et al. (1950) are careful to say: “ All 
that can be claimed is that the anti-A antibodies in the 
serum of these group O donors behave in vitro like 
those found in the serum of donors known to be actively 
immunized by pregnancy, transfusion, or the injection 
of soluble A factor.” Crosby and Akeroyd (1954) say: 
“Following large transfusions of low-titre group O 


' ANTI-A HAEMOLYSIN IN GROUP O DONORS 


BRITISH 
MEDICAL JOURNAL 1303 





blood into patients of groups A, B, and AB it was 
not possible to demonstrate foreign haemolysins or 
incomplete antibodies in the serum of recipients. . . . 
In most of these patients there was evidence of a 
selective destruction of recipient red cells after the 
transfusion of O blood. . . . It is suggested that there 
may exist forms of antibody that cannot be demon- 
strated by laboratory methods. These antibodies 
manifest themselves only by causing destruction of red 
cells in vivo.” Crosby and Howard (1954), reporting on 
patients in the Korean campaign who had had massive 
transfusions of as much as 30 pints (17 litres) of group O 
blood in less than six hours, said that the patient's 
plasma sometimes contained antibodies against the red 
cells of his hereditary blood group, and that, though 
gradual haemolysis of the native red cells was observed, 
this was not a clinical haemolytic reaction, and did 
not appear to be detrimental to the patient. They 
recommended that after transfusions of the universal 
donor blood had begun, no change should be made to 
blood of another group until at least two weeks had 
elapsed. 


Classification 


McDuffie and Kabat (1956) brought forward evidence 
that anti-A produced by immunization with various 
blood-group substances and by heterospecific pregnancy 
could be divided into two groups, one showing enhance- 
ment of the titre in the anti-human-globulin test, and 
the other failing to show such enhancement, from which 
it was concluded that no proper distinction could be 
made by these methods between such antibodies on the 
basis of their being “natural” or “immune.”  Filitti- 
Wurmser, Jacquot-Armand, and Théoleyre (1958) have 
described a thermodynamic method enabling distinctive 
characters to be identified between “natural” iso- 
agglutinins anti-A and anti-A,, on the one hand, and 
serum from a group B donor who had been immunized 
by an injection of group A substance prepared from 
hog gastric mucin on the other, and Konugres and 
Coombs (1958) have shown that the antibody in the 
so-called “immune” anti-A human sera, which is 
recognized by the Witebsky partial neutralization 
reaction, and also the anti-A haemolysin, has a specificity 
against an antigen found in pig cells and also certain 
cattle and sheep cells, and known as AP, a specificity 
which is absent in “ natural” human anti-A sera. 

However this may be, it appears to be clear that 
anti-A sera can be classified into those which produce 
haemolysis in vitro in the presence of complement, and 
those which do not, and that the latter do not seem to 
be harmful to group A cells in vivo, whereas in at least 
some instances the former do. 

Both Mollison and Gardner insist on the test being 
done within 24 hours of collection, or, alternatively, with 
the addition of fresh group O serum which is known 
to be free from haemolysin, as a source of complement. 
This involves preliminary investigations to identify 
group O subjects whose serum is free from haemolysin, 
and who are available to be bled at suitable times so 
that a supply of fresh complement may be forthcoming. 
Crawford et al. (1952) confirmed the observation of 
Davidsohn (1938) that in people receiving injections of 
horse serum there might be a considerable increase in 
the anti-A and anti-B titres of the recipient’s serum, and 
reported a series of 12 persons attending the casualty 
department of Hammersmith Hospital to receive a 
prophylactic injection of antitetanic serum who also 
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attended nine days later for a second blood sample to 
be taken. Six were of group O and two of group B. 
Of these eight, only one had anti-A haemolysin before 
the serum injection, and all eight had anti-A haemolysin 
after the injection. Seven of the eight also showed a 
rise in the agglutinin titre. 

The authors also described the cases of 14 R.A.M.C. 
officers of group O who were about to have an initial 
r.A.B. vaccine injection. The serum of four haemolysed 
A cells before immunization. In samples taken 18 days 
later. one of the four showed a considerable increase 
in haemolysin titre, and, of the 10 officers who had no 
haemolysin at all initially, six developed a substantial 
amount after immunization. They suggested that, since 
it is very troublesome to screen all group O donors for 
haemolysis, it would be a wise precaution to refuse as 
donors all persons who had received an injection of any 
vaccine or animal serum during the previous three 
months, or, alternatively, bottles of blood obtained from 
such people might be marked to indicate that they 
should be given only to group O recipients. 

Gardner and Tovey (1954) pointed out that, because 
of the regular inoculations given to members of the 
armed Services, the organization of visits of blood- 
collecting units to Service stations would be gravely 
jeopardized if this recommendation were adopted. They 
went on to report that of 70 Service donors whose serum 
contained strong haemolysins when examined by them 
17 (nearly 25%) had received inoculation more than 
three months before they gave their blood. 

In an attempt to overcome the difficulties involved in 
the Gardner technique, we have introduced a one-tube 
haemolysin test which uses animal serum as a source 
of complement. The method was described by Dennis 
(1954), and this report summarizes the results of the 
screening of 25,541 consecutive group O donations. 
Sheep, ox, horse, rabbit, guinea-pig, and mouse sera 
were tried. It was found that the removal of anti- 
human-species lysin by human group O cells was more 
effective with horse and rabbit sera than with the others. 
Horse serum was finally selected because the anti-human 
lysin could always be completely absorbed out by two 
absorptions, whereas in the case of rabbit sera the lysin 
varied considerably, and in some cases numerous 
absorptions were necessary. Further, horse serum is 
easy to obtain in large volumes. The absorbed horse 
serum was titrated against a unit volume of a 5% saline 
suspension of pooled human A, red cells in the presence 
of an equal volume of a high-titre human anti-A 
haemolytic serum which had been inactivated by heat 
(56° C. for 30 minutes). The titre is never very high and 
is frequently 1:2. It is adjusted with saline to a titre 
of one volume of complement giving partial haemolysis 
in the presence of equal volumes of 5% pooled A, 
cells suspension and anti-A haemolytic serum. 


Activity of Complement 

Preservation of complement activity was tried by 
(a) Richardson's boric acid, sorbitol, borax, and sodium 
azide method ; (b) freezing at —20° C.; and (c) spin 
freeze-drying. It was found that either of the latter 
two methods was suitable, but that chemical 
preservatives interfered with the haemolytic reaction. 
This was interpreted as support for the view that the 
requirements of complement by anti-A haemolysins 
differ from those of sheep-cell lysin in a Wassermann 


test. One tube is required for each serum to be 
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examined and also three tubes for control, and they 
should be set up as shown in Table I. 

The tubes are agitated to mix the contents, and are 
then incubated in a water-bath at 37° C. for one hour. 
They are then centrifuged or, alternatively, allowed to 
stand at room temperature for a further settling period 
of at least 90 minutes, and then examined for the 
presence of unlysed cells. In reading the tests, no 
attempt is made to assess degrees of haemolysis. The 
end-point is read as: complete haemolysis (positive) 
versus partial or no haemolysis (negative). 

Table II shows the result when 35 and 34 group O 
bloods (69 in all) from two sessions were examined by 
Gardner’s method and also by the added horse 


Taste I.—Haemolysin Test and Controls 





Volumes 
| Controls 
Test | nen a —_ 
Proper Complement | Complement Cell 
| Positive | Negative | 
Serum under test I = = rp 
Complement 2 2 2 | —_ 
Pooled A, red cells | 
1% 1 1 1 | 1 
Anti-A_ haemolysin | — 1 . = 
Saline 085% — _— 1 | 3 
| t 
TaB_e Il.—Added Horse Complement Method Compared with 


Gardner's Method 





Gardner's Method | Added Horse Complement 











Degree of | Positive Negative 
Haemolysis | Compleie Haemolysis Partial or No 
None | ia re aie 
Tse bv weak” £55 | é' ” 
“re 4 
SH, La » f 9 4 5 
75°92 p' Strong 14 3 1 
Complete I | I - 
penmmnane # ue) me ee 





complement method. The results were in good agree- 
ment except for one specimen which gave 75%, 
haemolysis by Gardner’s method and none by added 
horse complement, and another which gave complete 
haemolysis by added horse complement and none by 
Gardner's method. , 

Chaplin, Wallace, and Chang (1956) discuss the 
difficulties in reading and interpreting the significance 
of partial degrees of haemolysis, and emphasize the 
importance of keeping the cell suspension weak and 
complement in excess. They also mention the 
considerable variation in the activity of (human) 
complement among sera from normal persons, leading 
to undesirable variations in tests that are widely used 
as a means of screening donors. In the six samples 
which were judged to give “strong” (50% or 75% 
haemolysis by Gardner’s method, and read as “ partial 
haemolysis ” (negative) with added horse serum, the 
apparent discrepancy may be reflecting the difficulty of 
assessing the extent of partial degrees of haemolysis, or 
of ensuring that an adequate dose of human complement 
was available to react with the 5% suspension of cells. 
If “over 50% ” versus “ 50°%, or less” is taken as the 
end-point in Gardner’s method, the results are closely 
comparable. 

Results of Test 

Tables III and IV show the results of the test on 

25.541 consecutive group O donations to the East 
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Tass IIIl.—Haemoglobin Frequencies in East Anglia Blood 



























































Donors 
: eae — 6 
| Civilians H.M. Forces Totals 
M|F!/M|F M | F | Civ. |H.M.F. 
No. examined] 11,089 | 6,830 | 7,241 | 381 | 18,330 |7,211 | 17,919 | 7,622 
No. with \| 1,113 | 523] ‘421 | 21 | 13534] S44] 1,636 | 442 
anti-haem f}| 10%] 7:7%| 58% |5:5%| 84%17:5%| 91%] 58% 
TABLE IV. —Age Distribution 
Years: | - 20 | 20-29 | 30-39 | 40-49 | 304 
No. examined a | 2,179 | 9,588 | 5,231 4,699 | 3,844 
No. with ; 114 570 498 472 424 
anti-haem | 5-2% 59% 95% | 101% | 11-0% 





Anglian Blood Transfusion Service. It will be seen that 
2,078 (8.1%, S.D. 0.16) gave a positive result. There 
was a general tendency among males and females, 
civilians and Service personnel, for the frequency of 
haemolysins to increase with advancing years, and in all 
age groups the proportion of males showing haemolysins 
was higher than that of females ; but in this series the 
difference was not significant at the 3 S.D. level. Out 
of 18,330 males, 1.534 were positive (8.4%, S.D. 0.205) 
against 544 females out of 7,211 (7.5%, S.D. 0.31). 

Among 17,919 civilians, aged 18-65, 1,636 (9.1%, S.D. 
0.215) were positive, but only 442 out of 7,622 members 
of H.M. Forces (5.8%, S.D. 0.275), and this is decidedly 
significant at the 3 S.D. level. We are unable to find 
evidence that the effect of the routine inoculations 
received by members of the armed Services has been 
to raise the frequency of anti-A haemolysins among 
group O Services donors to an appreciable extent as 
compared with the frequency in the civilian population 
who attend at civilian or industrial donor sessions ; 
and since the detection of haemclysins in vitro is so 
easy, we do not support the suggestion of Crawford and 
her associates that all such donors should be refused 
without investigation. We think that any effect of 
inoculations in raising the frequency of anti-A haemo- 
lysins in Services donors is more than offset by the 
predominance of younger persons in these populations, 
and, as we have seen, the frequency is low at the younger 
ages. We think that the problem raised by these donors, 
whether occurring in H.M. Services establishments or 
elsewhere, is a small one, and can be adequately met 
by the routine screening of all group O donors for 
anti-A haemolysin, and the labelling of the donations in 
which it is observed, so that these donations will be 
used only for group O patients, after satisfactory cross- 
matching. 


Summary 


A test suitable as a routine screening test for the 
detection of anti-A haemolysin in group O donors is 
described, using the serum sample collected for the 
routine grouping and Wassermann testing of the 
donation, and using horse serum as a source of 
complement. 

In a series of 25,541 consecutive group O donations 
there was a tendency for the frequency to increase with 
advancing years. The effect of vaccines and similar 
injections to members of the armed Services was not 
sufficient for the frequency among them to increase to 
a significant figure. In our series of nearly 18,000 
civilians and over 7,600 members of H.M. Forces it 
was actually lower in the Services than among civilians. 


D 
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We think, however, that this merely reflects the 
preponderance of young donors at the Services sessions. 
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Greenwood, Smellie, Barr, and Cunliffe (1958) published 
the results of a study concerning the immunization of 
sarcoidosis patients against tetanus. Their object had 
been to ascertain how far these patients reacted 
“normally ” to the administration of an antigen. Their 
choice fell on the tetanus antigen (fluid tetanus toxoid) 
because on practical grounds (sporadic occurrence of 
tetanus) these patients might be assumed not to have 
come into contact with this antigen before, just like 
non-immunized healthy controls; in other words, they 
might be expected not to have acquired a potential 
immunity for this antigen. 

Their sarcoidosis patients and non-immunized controls 
received two intramuscular injections of fluid tetanus 
toxoid at an interval of six weeks. In both groups the 
reaction to this immunization was ascertained by 
determining the antitoxin in the blood serum a fortnight 
after the second antigen injection. 

During this primary immunization the sarcoidosis 
patients formed much less antitoxin than the normal 
controls. Sarcoidosis patients who had been immunized 
against tetanus some years before, and with whom the 
tetanus toxoid administered during the experiment 
therefore acted as a “ booster injection,” reacted to it 
like healthy persons. 

We have been engaged for a considerable time in an 
investigation of the reactions of tuberculous patients to 
immunization. The results recorded by Greenwood 
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TaBLe I,—Sex and Age of Patients and Controls 

No. Sex Age No. Sex | Age 

pave Tuberculous Patients === 
! Male 2 years 9 Male | 50 years 
2 Female oo 10 a 37 ns 
3 ze 2 ei as pe | a 
4 Male oe ow 12 | ae 4s ,, 
5 * 47 ., 13 | ae | 50 
6 - 33 14 mm | is 
7 - 50 ,, | 8 60 sO , 
8 pat 42 16 Female | 33 ,, 

| | 
Controls 

i Male 27 years | 7 Male 35 years 
2 s a 2 8 Female 20 ., 
3 - a ie | 9 | ” | 24 
4 Female a 2 10 an a2 
5 “wie ft Z SS °F Bape 
6 Male 23, | | 





made us decide to publish a preliminary report 
on our own results. A detailed study will be published 
later on. On the same grounds as the English 
investigators mentioned above, we chose the tetanus 
antigen for our experiment. 


et al. 


Clinical Material 
The experiment comprised a total number of 16 
tuberculous patients and 11 healthy controls. Their 
age and sex are shown in Table |. They were given 
two intramuscular injections of tetanus phosphate 
toxoid (“tetanus P.T.”) This vaccine consists of 
purified tetanus toxoid adsorbed on aluminium phosphate 
(10 Lf tetanus toxoid and 3 mg. AIPO, per ml.). The 
dose injected was always 0.5 ml. The interval between 
the two injections was three to five weeks for the 
tuberculous patients and three to four weeks for the 
controls. At set times—namely, before the first P.T. 
injection, at the moment of the second antigen injection 
and one, two, three, four, five, six, and seven weeks 
afterwards—the antitoxin titres in the blood serum of 

the persons treated were determined. 


Taste AL - Immuniz ation of Tuberc ulous Patients 
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The sera whose titres were expected to be + 0.001 
unit/ml. were titrated on mice at the L+ /10,000 level 
in the following series: 0.001, 0.002, 0.004, 0.008, 
0.016, 0.032, 0.064, 0.128, 0.256 unit/ml. 

After being injected the mice were observed for four 
days. The intermediate values were interpolated 
logarithmically. If the titres were expected to be higher 
than those mentioned above, the sera were titrated at 
.+/1,000 or L+ /100, the logarithmic series used being 
in principle the same—that is, 0.01, 0.02, 0.04, 0.08, 
0.16, 0.32, 0.64, 1.28, 2.56 and 0.10, 0.20, 0.40, 0.80, 
1.60, 3.20, 6.40, 12.8 units/ml. 


Results 

The results of this experiment are given in Tables II 
and III. 

Analysis of Results* 

One is struck at first sight by the great difference in 
titre values between the tuberculous patients and the 
controls. If one takes, for instance, the value found 
one week after the second injection of vaccine it will 
be seen that 13 of the 16 tuberculous patients do not 
show any reaction. Not a single markedly increased 
titre value was found. Only for 2 out of 16 patients 
were titre values found of more than 0.01 unit/ml. ; 
in one case no figure is given. The control group 
presents quite a different picture. Here we see that 
one week after the second injection of vaccine 6 of the 
11 members of the group reached a titre value of more 
than 0.01 unit/ml. 

Wilcoxon’s significance test shows that the chance 
that this may just be an accidental difference is so 
slight as to be negligible (P<0.0001). In view of the 
data at our disposal we may therefore say that it is 

*The statistical analysis was carried out by De Nederlandse 


Stichting voor Statistiek at The Hague. A special word of thanks 
is due to Mr. J. J. M. van Tulder, who undertook this analysis. 





Titre (Units 'ml.) 















































Characteriz-| Titreat | Weeks between | Titre at 
Case ation Pirst First and Second after Second Antigen Injection 
No. of Antigen | Second Antigen Antigen - ——. . 
Process Injection Injection Injection | 1 Week | 2Weeks | 3 Weeks | 4 Weeks | 5 Weeks | 6 Weeks | 7 Weeks 
I Recent <0001 4 <0 001 <0-001 - — ~ 0-032 — -= —_ 
2 Chronic <0001 4 0.008 0-011 -- | — ‘0.023 — _ — 
3 os <0-001 4 <0001 — — — 0.008 -= a= aos 
4 ue <0001 4 <0001 0-001 <0-001 0-002 0-002 < 0-001 0-001 — 
$ Recent 0001 4 <0001 <0-001 0-001 0-004 0-002 0-001 0-006 — 
6 Chronic | <0001 4 ; <0001 | <000I <000!1 | -- 0.008 <0-001 <0-001 _ 
7 os <0001 4 ;} <0001 <0001 <000!1 | <000!1 <0001 <0-001 0-001 — 
8 0 <000!1 4 0 001 <0-001 0.003 0-008 0-016 0-045 — _— 
9 a <0001 4 < 0-001 <0-001 0-090 | 0-362 0640 | 0-320 0-320 — 
10 °° 0 002 4 < 0-001 0-023 0016 | 0-090 0090 | 0-128 0-032 0-016 
i! Recent <0001 4 < 0001 <0001 | 0128 | ooo | 0-080 O-011 _ = 
12 Chronic <000! 5 0001 | ono! | 0 001 0-903 0 003 0003 0-003 — 
13 » | 001 | 5 < 0-001 | 0003 | 0032 0032 | 0032 0-032 0-006 _ 
14 Recent <0001 | 5 |} <000!1 <0001 0001 0001 | <0001 | <0001! 0-001 a 
is | es | <000! 5 | <0001 | <0001 < 0-001 <000! < 0-001 <0001 | <000! _ 
16 | Chronic | <0 | 3 | <0001 | “0-001 0003 | <000! — <0001 | ~ — — 
TABLE UI. —Immunization of Healthy Controls 
| 
Titre at | Weeks between Titre at Titre (Units ml.) 
Case First | First and Second after Second Antigen Injection 
No. Antigen Second Antigen a Antigen —_——_——— - —— — 
Injection Injection Injection 1 Week 2 Weeks | 3 Weeks | 4Weeks | S Weeks | 6 Weeks | 7 Weeks 
1 < 0-001 4 | < 0001 | 0-001 -- Ot | — 0-900 0-300 | —- 
2 | <o00oo | 4 < 0-001 <0001 | — — |} 181 — — | 160 
3 <0001 | 4 < 0001 | < 0-001 0064 | O320 | 0032 | 0032 | — — 
4 < 000! 4 | <000! 3-60 — — } 256 | — | 230 | 2:30 
5 < 0-001 4 | 0001 0 064 | 0-256 | 0-600 | 1:10 0-600 | 0-230 0-160 
6 <0001 3 000! 0.008 | O01! 0020 —_ 0016 -- } -- 
7 | <000t ; 0-001 0045 | 004 | 0040 = | 0-023 -—_ i - 
8 <0001 3 0-003 ool 0110 0030 — 0-160 —_ _— 
9 < 0001 3 0001 0002 | 0045 0010 =| -= |} ol _ -- 
10 <0001 3 0-001 0-032 0-160 | 0-110 | _ 0-040 —_ _ 
i 3 0003 | 0128 000 6| 6lCO | _ O-110 _ _ 
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practically certain that these jena injections have less 
immunizing effect on tuberculous patients than on 
healthy controls.* 

Our data are not extensive enough to allow of further 
analyses, especially with respect to a possible difference 
between the effect of immunization on acute and on 
chronic patients. Any differences there may be cannot 
be shown to be statistically significant. There is some 
indication that the tuberculous patients consist of two 
groups—that is, those who still do not show any 
increased titre values after from three to six weeks and 
those who reach fairly high titre values two to three 
weeks after the second injection of antigen. Or, to put 
it differently, there are tuberculous patients who did 
not react at all throughout the experiment and there 
are patients who did react albeit somewhat tardily, while 
at the same time the level of the titre values for the 
latter may be lower than with healthy persons. 

However, these are but vague indications, and only 
a more extensive investigation can show what they are 
worth. 


Discussion 


Our findings with regard to the immunization of 
tuberculous patients appear to be essentially the same 
as the results obtained with sarcoidosis patients by the 
English investigators mentioned above. 

Consequently the question now arises whether a 
chronic disease—that is, sarcoidosis or tuberculosis— 
causes a lesion or an exhaustion of the reticulo- 
endothelial system (R.E.S.) (which, we believe, plays 
an all-important part in the formation of antibodies). 
Greenwood ef al. assume that the sarcoidosis infiltrates 
the R.E.S., as a result of which there can be no adequate 
reaction to the antigen stimulus (any more). 

On the other hand, there is the possibility of thete 
being a primary disorder of the R.E.S. which has caused 
the inability to resist these diseases. 

Our limited material comprises both very recent and 
chronic infections. 

The reaction pattern we found showed no difference 
in the antibody production of the two groups of patients. 
So the analysis of the antitoxin formation after the 
administration of the two tetanus P.T. injections did not 
enable us to find any correlation with the clinical 
picture. 


Summary 


A number of tuberculous patients were immunized 
against tetanus with two injections of tetanus phosphate 
toxoid. Compared with a control group consisting of 
normal healthy persons these tuberculous patients 
showed in general a diminished antibody production. 
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APPENDIX 
All sera from patients were titrated according to a 
logarithmic scale For practical reasons this logarithmic 
scale was divided into three subscales: 
Scale 1: 0.001, 0.002, 0.004, 0.008, 0.016, 0.032, 0.064, 0.128, 
0.256 unit/ml. of serum. 


*It should be noted that ; actually this conclusion may only be 
drawn if the 16 tuberculous patients and the |! controls have been 
taken at random. As it is usually very difficult to fulfil this 
condition in investigations like the present, the general validity of 
this interpretation must as yet be accepted with some reserve. 


Scale 2: 0.01, 0.02, 0.04, 0.08, 0.16, 0.32, 0.64, 1.28, 2.56 
unit/ml. of serum. 

Scale 3: 0.10, 0.20, 0.40, 0.80, 1.60, 3.20, 6.40, 12.8, unit/ml. 
of serum. 

So each scale gives nine titre values (scale 3 only eight). 
From all serum-toxin-saline mixtures (4 ml.) 0.4 ml. was 
injected subcutaneously into a mouse. 

Every series of titrations of an unknown serum was 
compared with a control titration with standard serum. For 
this reason our own standard serum (titrated against the 
International Standard Serum from the Statens Serum 
Institute, Copenhagen) was used. 

For titrations according to scale 1 the standard serum 
was diluted to 0.001 unit/ml.; for titrations according to 
scale 2 the dilution was to 0.01 unit/ml., and for scale 3 
to 0.1 unit/ml. 

To 1 ml. of this standard serum dilution was added the 
corresponding quantity of test toxin and the total volume 
of the mixture brought to 4 ml. with saline. Of this mixture, 
0.4 ml. was injected subcutaneously into a mouse. This 
last-mentioned quantity of the mixture therefore contained 
0.0001 viz. 0.001, 0.0! unit, and so much toxin that the 
mice normally died four days after the injection. These 
toxin quantities therefore were L+/10,000, viz. L+/1,000, 
L+/100. 

To get a good insight into the course of the serum 
titrations, and especially to obtain a good check of the 
“control mixtures,” all titrations with the diluted standard 
serum were performed with three different quantities of 
diluted standard serum (D.S.S.): 

0.9 ml. D.S.S.+1 L+/10,000 (1,000, 100) test toxin 
1.0 mi. ,, +1 L+/10,000 (1,000, 100) test toxin 
ll ml. ,, +1 L+/10,000 (1,000, 100) test toxin 


All mixtures were made up to 4 ml. with saline, and 
0.4 ml. was injected into mice. 
The injected mice were observed daily for four days. 





COMPARATIVE TRIALS OF NEW ORAL 
PROGESTOGENIC COMPOUNDS IN 
TREATMENT OF PREMENSTRUAL 

SYNDROME ; 


BY 


KATHARINA DALTON, M.R.C.S., L.R.C.P. 
General Practitioner, Edmonton; Honorary Clinical 
Assistant to Department of Psychological Medicine, 
University College Hospital, London 


Progesterone usually provides complete symptomatic 
relief in cases of premenstrual syndrome (Greene and 
Dalton, 1953). Against this successful treatment must 
be set the high cost of progesterone and the incon- 
venience and discomfort of frequent deep intramuscular 
injections. Several progestogenic compounds have 
recently been developed which, being oral preparations, 
could conveniently replace progesterone if they were as 
completely successful in their action. Two of these 
new progestogenic compounds were tested in a 
comparative trial of 58 patients suffering from pre- 
menstrual syndrome who had all obtained complete 
symptomatic relief with progesterone. 

The oral preparations used were ethisterone (anhydro- 
hydroxyprogesterone or ethinyltestosterone) and the two 
new oral preparations norethisterone (anhydrohydroxy- 
19-norprogesterone or ethinylnorprogesterone) and 
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dimethisterone (6a-21-dimethylethisterone). The 
chemical formulae of progesterone and the above three 
preparations are as follows: 


CH; CH; OH 


Cc =>CH 





Dimethisterone 


All these preparations had been shown by the 
Clauberg test to give progestogenic secretory response 
to the endometrium of oestrone-primed ovariectomized 
rats. The norethisterone and dimethisterone were 
several times more potent than ethisterone (Ferin, 1957). 

Selection of patients for the trial was limited to 
members of the practice suffering from premenstrual 
syndrome who had obtained complete relief with 
progesterone, and whose diagnosis had been confirmed 
by the use of a menstrual chart for a minimum of 
three months. The 58 patients had received doses of 
progesterone varying individually from 25 mg. on 
alternate days to 100 mg. daily during the two weeks 
pripr to menstruation. Twenty-four of these patients 
had previously received progesterone implants of 0.5 
to I g., now exhausted, and consequently the symptoms 
had returned. Seven of the patients had previously been 
reported in a paper on premenstrual syndrome (Greene 
and Dalton, 1953). Another seven patients had 
previously had a hysterectomy and now had cyclical 
symptoms occurring at the time of the menstrual 
equivalent, and three patients were post-menopausal also 
with cyclical symptoms. Most patients were poly- 
symptomatic, and their symptoms are shown in Table I. 


TasLe I.—Preme wetrual Symptoms of 58 Patients 


Patients Patients % 
Headache 38 65. Vomiting 7 12-0 
Depression 22 37:8 Backache 6 10-3 
Lethargy 22 37:8 
Abdominal pain 10 17:2 Asthma. epilepsy, dyspnoea, 
Tension 15-5 and acne 1 each 
Results 
Ethisterone.—Patients enjoying complete symptomatic 


relief with progesterone are usually given a trial with 
ethisterone. A daily dose of ethisterone is used which 
is approximately four times the optimal strength of 
progesterone. The results in Table II show that only 
59% reported good or moderate relief. 
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TasLe II.—Results of Treatment 























| Good | Moderate Poor 
Preparation | . —| Total 
No. | % | No. | % z No. % 
Progesterone 58 100 —- |j— —_ 58 
Ethisterone 14 36 7.28 I as 41 39 
Dimethisterone 6 32 1 5 63 19 
Norethisterone a5 19 40 | 9 19 [s 40 47 





Dimethisterone was the first of the new progestogens 
to be tried. In view of the known endometrial response 
a dosage of 10 mg. daily was recommended by the 
manufacturers. This was later raised to 40 mg. daily, 
but produced little improvement on the final result. Only 
37% reported good or moderate relief. 

Norethisterone was next tried. The daily dose of 
15 mg. was based on the known endometrial response 
and the manufacturer’s recommendation, but this dose 
was later increased to 45 mg. The most successful dose 
was 15 mg. daily, and 59% reported good or moderate 
relief, a result similar to that from ethisterone. 

Patients who responded to one oral preparation did 
not necessarily respond to another. Of the 58 patients 
there remained 18 (31%) who required progesterone 
injections. In order to ascertain which patients are 
likely to respond to an oral preparation the 58 patients 
were analysed according to clinical severity, duration, 
types of symptoms, overweight and underweight, age, 
parity, marital status, and history of toxaemia of 
pregnancy. No significant difference was found among 
the responders to oral preparations when compared with 
the non-responders, though there was an increase in non- 
responders among women with two or more children 
(60%) compared with responders (36%). 

From the foregoing it might be concluded that patients 
failing to respond to one oral preparation should be 
tried with another. In practice, however, this presents 
difficulties, for patients who have obtained no relief from 
one or two oral preparations prefer to return to 
progesterone injections; this was found to be parti- 
cularly the case where a recurrence of symptoms had 
resulted in loss of time from work or the need for 
bed rest. 

Side-effects were reported with the new progestogens, 
including headache 4, tiredness 4, mastitis 2, nausea 2, 
vertigo 1, dysmenorrhoea 1, and acne 1. Greenblatt 
and Jungck (1958) advise patients to take norethisterone 
at night to avoid excessive tiredness and nausea. A 
gain in weight of over 4 Ib. (1,800 g.) a month was noted 
by seven obese patients. Both dimethisterone and 
norethisterone delayed menstruation if treatment was 
not stopped at the time of the expected menstruation. 
One patient became pregnant after two months’ 
treatment with norethisterone. 


Comparative Costs 
Table III shows there is little difference in the cost 


of one month’s treatment with progesterone, ethisterone, 
or norethisterone, but in many instances the cost of the 





TasL_e III.—Basic National Health Cost of One Month's 
Treatment 
Preparation Average Daily Dose Month's Cost 
Progesterone... ..|  ~—«-2S.mg. 21s. Od. 
Ethisterone : 7 o 24s. 6d. 
Dimethisterone ‘a a” tie 22s. 6d. 
Norethisterone ” i oo 22s. 6d. 
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district nurse’s time should be added to the cost of 
progesterone injections. 


Discussion 


There can be little doubt that both norethisterone 
and dimethisterone are powerful progestogenic agents if 
measured by the Clauberg test on the endometrial 
proliferation of oestrogen-primed ovariectomized rabbits 
(Hertz et al., 1954) or of rats (Ferin, 1957). In oestrogen- 
primed women with long-standing amenorrhoea Swyer 
(1959) found that 150-200 mg. of norethisterone would 
produce complete endometrial changes ; this is also the 
amount of progesterone required, but by comparison 
ethisterone appears to require a total dose of 2,500 to 
4,000 mg. (Wied and Davis, 1958) in order to produce 
the same result. Greenblatt and Jungck found 
norethisterone so consistent in delaying menstruation 
that they have suggested this criterion as a new clinical 
measurement of the comparative effectiveness of 
progestogenic compounds 

In the comparative trials of treatment of premenstrual 
syndrome neither ethisterone nor the new progestogens 
were as completely effective as progesterone itself. This 
suggests that their effectiveness in the treatment of 
premenstrual syndrome bears little, if any, relationship 
to the progestational activity on the endometrium. This 
can perhaps be explained by the findings of Landau and 
his colleagues (1955, 1957, 1958), who have demon- 
strated that progesterone in physiological doses causes 
a rise in urinary sod‘um and chloride excretion in man, 
and also that progesterone inhibits the sodium-retaining 
influence of aldosterone in man. Nevertheless they have 
shown that several progestational compounds, which 
from the chemical point of view are closely related to 
progesterone, have failed to show this sodium-dissipating 
action of progesterone, and this may well apply -to 
ethisterone, dimethisterone, and norethisterone. 

The many points of similarity of premenstrual 
syndrome and toxaemia of pregnancy have already been 
noted (Dalton, 1954), for both are characterized by salt 
retention, gain in weight, and oedema, and both these 
conditions respond to progesterone if given from mid- 
cycle or mid-pregnancy respectively (Dalton, 1957). It 
may well be that it is this action of progesterone on 
urinary sodium and chloride excretion which exerts the 
beneficial effect in premenstrual syndrome and toxaemia 
of pregnancy, and not the progestational secretory 
response on the endometrium. Progesterone differs in its 
action in man from that in other species, for progesterone 
has a salt-retaining action in dogs (Thorn and Engel, 
1938) and in adrenalectomized ferrets and rats (Gaunt 
and Hays, 1938). Significantly the human species is also 
the only species to suffer from toxaemia of pregnancy. 


Summary 


These comparative trials of 58 patients suffering from 
premenstrual syndrome have shown that ethisterone, 
dimethisterone, and norethisterone are not as specific in 
their action as progesterone. This is not to say that 
they do not possess comparable progestogenic activity 
as shown by the secretory response of the endometrium, 
the evidence for which has already been demonstrated. 
But these oral preparations fail to produce the action 
of progesterone, peculiar to the human species, of 
increasing the urinary sodium and chloride excretion. 
If an oral preparation can be produced possessing this 
salt-dissipating action of progesterone in man then one 
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may anticipate a universal substitute for progesterone 
in the premenstrual syndrome. 


I am indebted to Dr. J. L. Hunt, of British Drug Houses 
Ltd., and Dr. Jiirgen Friebel, of Schering A.G.B. Berlin, 
for the supplies of the dimethisterone and norethisterone and 
for the help and encouragement they have both given me. 
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Medical Memoranda 








Acute Haemolytic Anaemia Associated 
with Sulphadimidine Therapy 


The possible complications affecting the haemopoietic 
system due to the administration of the sulphonamides 
are acute haemolytic anaemia, aplastic anaemia, 
leucopenia, agranulocytosis, thrombocytopenia, and 
methaemoglobinaemia (Wintrobe, 1956). Dacie (1954) 
regards acute haemolytic anaemia as the most serious of 
these complications, and its frequency varies with the 
different sulphonamides: 2-4% with sulphanilamide, 
0.6% with sulphapyridine, and more rarely with 
sulphathiazole and  sulphadiazine (Dacie, 1954; 
Wintrobe, 1956). One case of acute haemolytic anaemia 
following sulphadimidine administration was reported 
by Sterndale (1956), and the following report 
summarizes the clinical and laboratory findings in 
another case. ° 


Case REPORT 


The patient, a boy aged 7 years, was admitted to hospital 
on June 30, 1958. The only relevant information in his 
history was that at the age of 4 years he developed measles 
followed by otitis media, for which sulphadiazine (1.5 g.) 
was administered; therapy was suspended because of 
abdominal pain and the passage of a small, loose, brown 
stool. 

The child was healthy until June 22, 1958, when he 
complained of sore throat. The following evening his 
temperature rose to 104° F. (40° C.). Acute tonsillitis was 
diagnosed on June 23, and sulphadimidine (suspension), 1 g. 
four-hourly, was prescribed. As the temperature did not 
subside, intramuscular penicillin was started the next day. 
Protein was found in the urine on June 26, and the child 
was put on a nephritic diet. His general condition 
remained good until the next day, when it rapidly 
deteriorated, and he became drowsy, pale, and icteric. He 
also passed a dark-coloured urine. Sulphadimidine and 
penicillin were stopped on June 28, a total of 28 g. of 
sulphadimidine having been administered over a period of 
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five days. Tetracycline (125 mg. four-hourly) therapy was 
then instituted. That same evening drowsiness and icterus 
became more pronounced, and a large volume of dark- 
coloured urine was passed. 

On admission to hospital his general condition was poor, 
jaundice and pallor were obvious, and there was an 
appreciable degree of air-hunger and of restlessness. The 
pulse rate was 120 and regular; temperature, 100.4° F. 
(38° C.); B.P., 130/180. The fauces and tonsils were 
congested ; the liver was slightly enlarged, but the spleen 
was not palpable. There were no other physical findings. 

Laboratory Findings.—The principal haematological 
findings are set out in Table |. Other laboratory findings 
on June 30 were: Coombs test, direct and indirect, negative ; 
foetal Hb, 1.4% : electrophoresis of Hb showed the presence 
of only adult Hb. The van den Bergh reaction was nega- 
tive; plasma bilirubin, 3.2 mg./100 ml. The serum was 
dark brown, and both oxyhaemoglobin and methaemalbumin 
(Schumm’s test) were detected spectroscopically. The serum 
haemuglobin was increased (x 5.2 normal control). Serum 
electrophoresis showed some reduction in the albumin 
component, an appreciable increase in both alpha:- and 
alphaz-globulins, a normal beta-fraction, and a considerable 
fall in gamma-globulin (see Table II). An additional 
distinct band was discernible in the alphaz-beta position, 
and was attributed to the presence of free haemoglobin in 
the serum. The blood urea was 35 mg./100 ml. The 
Wassermann and Kahn reactions were negative. 

The urine was reddish-brown in colour; protein + + ; 


Benedict’s test was negative; ketone bodies absent; 
bilirubin absent; no _ urobilinogen or urobilin§ was 
detected; the o-tolidine and benzidine tests were very 


strongly positive. Microscopy of the centrifuged deposit 
showed occasional erythrocytes, few leucocytes, fine 
granular casts (+), and transitional epithelial cells (+). 
Acute haemolytic anaemia was diagnosed, and treatment 
was instituted on the day of admission. The child was 


TABLE 1. - ~Princi ipal Haematologic al Findings 














June 30 July 4 July 31 
Hb (g. 100 mi.) 5-50 7-58 13:30 
R.B.C. (mill. c.mm.) 1-80 2:55 P+; 
P.C.V.(%) 15-50 25-75 
Reticulocvtes (°%) 5:8 222 «| 
W.B.C. (per c.mm.) 23,900 7,100 | 6,000 
Platelets (per c.mm.) 241,200 33,210 — 
R.B.C ~o | a 076 | 0- — 
NaCl g. fe 0-30 | 0-30 | 
f Anisocyto- | Anisocyto- | Anisocytosis 
sis + + sis + slight 
Anisochromia | Hypochromia | Normochro- 
| ++ ++ mia 
| | Macrocyto- Macrocyto- Macrocytosis 
sis + sis + + slight 
Film appearance 4 | Microcyto- | Microcytes 
sis + | rare | 
Poikilocyto- | Poi®ilocytosis | 
sis+ + slight 
Basophilia + Basophilia+ +4 
Schistocyto- 
sis + | | 
Normoblasts (per 100 } | 
W.B.C.) 18 3 0 
Myelocytes (per c.mm.) 239 142 } 0 
Metamvelocyies (,, ) 9,321 1,775 | 
Poly neutrophils( ., ) .. | 648 3,479 | 2,623 
+ eosinophils (,, ) | 478 0 | 244 
Lymphocytes (1), )..| 5,494 149 | 2,440 
Monocytes Ceo DP 717 213 | 793 


Heinz bodies were not detected on repeated examination. 


Taste Il.—Results of Paper Electrophoresis of Serum Proteins. 
Values Expressed as Percentage of Total Protein 
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__ Globulin 

Albumin|——— — — Hb 

Alpha, “Alpha, | Beta- sa- | Gamma- 
Normal values ..| 39 6 1B 17 25 r oO 
Standard deviation} 445 | +423 +26 £26 4s | — 

Patient: Ss ~ | q 
June 30 Pe 4 10 1s | 15 4 
July 4 as st 6 17 16 | 23 | 4 
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transfused with 150 ml. of group O Rh positive blood, and 
was given prednisone, 30 mg. daily, for the first four days, 
and 20 mg. daily for the next two days. Crystalline 
penicillin intramuscularly (1 mega unit daily for the first 
three days, reduced to 0.5 mega unit daily for the 
subsequent three days) was also started. 

Retention of urine developed on July 1 and was relieved 
by catheterization, when 24 oz. (680 ml.) of dark-coloured 
urine was voided. Some improvement in the patient's 
general condition was, however, noticeable. Proteinuria 
was more pronounced, urobilin was present, and sulphon- 
amide crystals were seen in microscopical examination of 
the urine deposit. The patient was afebrile on July 2, and 
his general condition continued to improve. 

On the fourth day the plasma bilirubin level was 1 mg. 
100 ml. ; free haemoglobin was still detectable ( x 2.5 normal 
control) in the serum; spectroscopy showed only weak 
methaemalbumin bands. Plasma proteins, 7.7 g./100 ml. ; 
albumin 5 g./100 ml. Serum electrophoresis now showed 
a further reduction in the albumin fraction and that the 
gamma-globulin fell within normal limits, while the alpha:-, 
alphag-, and beta- components were essentially unaffected 
(see Table II). An additional band in the alphaz-beta 
position was again equally distinct. The blood urea level 
was 15 mg./100 ml. 

Steady progress was maintained, the urine becoming of a 
lighter colour, and only a trace of protein was present when 
the patient was discharged on July 9. 

The child was observed as an out-patient for a prolonged 
period and remained well. 


COMMENT 


The risk of toxic effects of sulphadimidine is still 
thought to be very small. Our observations are in 
agreement with those of Sterndale (1956), and favour 
hypersensitivity rather than a direct haemolytic action 
as being the cause of the acute anaemia. Early 
diagnosis and immediate institution of treatment to 
counteract the rapidly progressive anaemia are of major 
importance. 


J. L. Grecn, M.D., 
E. A. Cacnia, M.B., D.C.H., 
St. Luke’s Hospital, Malta. 
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More than 5,000 soldiers, sailors, and airmen have come 
to St. Dunstan's since it was first started 44 years ago, says 
St. Dunstan's 44th annual report for the year ended March 
31, 1959—The Art of Blindness. To-day 2,500 St. 
Dunstaners survive—1.300 from the first world war and 
1,200 from the second—and new cases are still being 
admitted as a late result of injuries, often mustard-gas 
poisoning, received many years ago. During the year the 
council of St. Dunstan’s has established a_ scientific 
committee to study the whole field of sensory reading and 
guiding devices. The chairman, Lord Fraser of Lonsdale. 
states in his foreword that, if a reasonable measure of 
support continues for a few more years and there is no 
devaluation crisis, St. Dunstan’s should have sufficient funds 
to carry out its programme in regard to blinded Service men 
and women. It has accordingly been decided to abate the 
most highly organized forms of competitive money-raising 
and rely upon subscriptions, donations, deeds of covenant, 
and legacies. 
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MEDICAL CARE IN THE U.S.A. 
Readings in Medical Care. Edited by the Committee on 
Medical Care Teaching of the Association of Teachers of 
Preventive Medicine. (Pp. 708+xxi; illustrated. 52s.) 
Chapel Hill: University of North Carolina Press. London: 
Oxford University Press. 1959. 

The aim of this comprehensive book, as outlined in the 
foreword by the Dean of the Faculty of Medicine of 
Harvard University, is to make available for medical 
students and their teachers current thoughts on the need 
for practising doctors to know more about the social 
setting in which medical care is now being provided. 
“It is implicit that the physician as a citizen must bring 
to bear on social problems his special education, 
proficiency and responsibility.” He must play a role 
of leadership and must have the knowledge to enable 
him to do so. 

The book is a compendium of notable writings on 
medical care, but they are all drawn from the United 
States, though there are a few sly digs at the British 
system of “socialized medicine.” The extracts have 
been selected with care. The differing views are set 
out in the words of their authors. There is little or 
no editorial comment, and the reader has the choice 
of which of the divergent views he accepts. The chapter 
headings are: The General Background ; The National 
Health Picture; Adequacy of Medical Care; Costs: 
The Medical Care Team; Hospitals; Co-ordination 
in Health and Medical Service; Long-term Illness ; 
Rural Medical Care; Public Medical Care; Medical 
Care in Industry; Medical Care Insurance; and 
Principles and Proposals. 

Dr. Rappleye, of Columbia University, expresses the 
opinion that “adequate medical care may well’ be 
America’s most essential industry.” Inflation of the 
currency has occurred, as here, but doctors’ earnings 
have not increased as rapidly as those of manual 
workers, with the result that a production worker can 
now buy twice as much medical care for a week’s wage 
as he could before the last war. There is much about 
the future of the work of the general practitioner. 
“For a long time the plight of the general practitioner 
was like the weather: everybody talked about it but 
nobody did anything about it.” There are long 
discussions on the pros and cons of group practice, and 
on the value and dangers of “multiphasic screening ” 
on a voluntary basis offered to communities in an 
effort to detect disease in its early stages. The great 
controversy in the U.S.A., however, is how the rising 
cost of diagnosis and treatment can best be met. All 
appear to agree that it must be on an insurance or 
prepayment basis. The vast majority want it to be a 
voluntary scheme as opposed to a compulsory system 
organized by Government. By 1953 half the population 
had some insurance cover, but in many cases it was 
limited to hospital accommodation and did not include 
medical or surgical fees. 

A minor criticism of the book is that events have 
moved so fast that many of the figures were out of 
date before it was published and have become more so 
since then. This is despite a number of footnotes giving 
more recent figures than those in the article being 
reproduced. An enormous amount of information is 
given, but nevertheless the book can be read without 
undue mental concentration and there is a good index. 
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It is recommended to all interested in the problems of 
medical care for the masses, in social medicine, or in 
medical politics. It demonstrates that there is no royal 
road to a solution of the problem of providing good 
medical care for the poor, and describes in detail how 


one rich country is travelling. passes Deane 


CRANIO-CEREBRAL TOPOMETRY 
Topométrie Cranio-encéphalique chez I'Homme. Cranio- 
cerebral Topometry in Man, [Text in French and English. 

By A. Delmas and B. Pertuiset, with the collaboration o 

M. H. Pineau. (Pp. 436; illustrated. £14.) Paris: Masson 

et Cie. Oxford: Blackwell Scientific Publications. 1959. 
Various instruments based on the Horsley-Clarke 
prototype have been devised in recent years for the 
performance of stereotaxic operations on the human 
brain. All depend upon careful radiological examination 
of the skull and the brain, with the use of contrast 
media, in order to determine by measurement the precise 
location of the area in which it is intended to place 
the lesion. Accuracy depends on the instrument, on 
the radiological technique, and on knowing the exact 
extent and three-dimensional position of the target area. 
Precision engineering has no difficulty in providing 
apparatus, and radiological technique steadily improves. 
But brains vary, and this is the greatest obstacle to 
accurate stereotaxic surgery. 

In Cranio-Cerebral Topometry in Man the authors 
have attempted to overcome this obstacle, and this 
volume represents the results of years of patient hard 
work. After appropriate fixation and freezing to 
—20° C., 31 heads were cut in serial sections 4 mm. 
thick. Only 28 heads proved suitable for their purpose, 
and, of these, 15 were cut sagittally, 8 coronally, and 
5 horizontally. The ingenious technique employed 
ensured parallelism and the correspondence of planes 
from head to head. From photographs of both sides 
of all sections measurements were made of certain well- 
defined subcortical structures; these measurements 
included the extent of the structure in three dimensions 
and the distance from certain reference planes. From 
their material the authors are able to provide the 
maxima and minima of these measurements, and also 
to indicate areas in which part, at any rate, of particular 
structures can with certainty always be found. An 
important contribution is an attempt to determine if 
there is any correlation between the cephalic index and 
the variation in position of subcortical structures. The 
cephalic index was measured in all the specimens and 
it was found that a correlation did exist for certain 
structures, and this information is provided. Thus, 
given the cephalic index of a patient, a more precise 
estimate can be made of the position of the particular 
structure under consideration. 

One cannot but admire the industry which has gone 
into the making of this volume, and knowledge of this 
kind should greatly improve stereotaxic surgery. But 
the atlas will prove of value not only to neurosurgeons, 
but to all who are interested in the study of the anatomy 
of the brain, for there are detailed descriptions of many 
structures as seen in the various planes of section. 
Though the volume is large—necessarily so—it is 
beautifully produced on excellent paper with line 
tracings facing each section for clarification and easy 
identification of structures. The only criticism is that 
the photographs of the specimens are not of uniform 
excellence, but the tracings for the most part overcome 


this drawback. 
awbac D. W. C. NorTHFIELD. 
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AMONG FRIENDS 


Heneage Ogilvie, 
London: Max 


No Miracles Among Friends. By Sir 

K.B.E., F.R.C.S., M.D. (Pp. 176. 18s.) 

Parrish. 1959. 
This collection of 12 essays based on a surgeon- 
philosopher's experience of life in war and peace is 
written with command of the written word and much 
literary charm. Its title is taken from an excellent story 
which is given in the foreword. Two essays on “ The 
Use of Experience” are partly autobiographical, and 
are illustrated by accounts of the author’s experience in 
the Balkan War of 1912 and the two world wars. 
“From experience,” he writes, “one should derive 
wisdom ; but in surgery experience is never finished 


and wisdom is never complete.” “Orthodoxy and 
Heterodoxy,” “The Future of Surgery,” and 
“ Surgical Judgement” are similar in outlook. “On 


Growing Up” exhorts us to remain young at heart 
when old in years. An essay on “ The Importance of 
Leisure” is counterbalanced by another “In Praise of 
Work.” In the latter we are reminded of the stern truth 
“that not only must the medical student work hard, 
but the man who wishes to be a good doctor must work 
hard for very long hours for the rest of his life.” ‘* The 
Yes-Man” discusses independence and authority in 
medicine and the dangers of over-organization of the 
profession. 

Two of the essays tend to be provocative and have 
already aroused criticism. “Fort mit Freud und aus 
mit Adler,” and its allusions to the “ hyenas of Harley 
Street” with no qualifications or poor ones and often 
with scanty clinical experience, have been taken as an 
attack on all psychiatrists. This is to misread what Sir 
Heneage has written. He gives his tribute to the men of 
great ability and undoubted integrity in psychiatric 
medicine, but rightly castigates the charlatans, qualified 
and unqualified, who debase and exploit this specialty 
for gain and do infinite harm to their credulous patients. 

In “The Human Heritage” the surprising theory is 
put forward that the body may be a colony, not a 
single individual. This reminds one of Sir Henry 
Butlin’s view that the cells of cancer were living 
unicellular organisms producing the disease. Not every 
doctor will agree with the generalizations that “ the 
happy man never gets cancer,” or that “we all have 
cancer at 48." They are too sweeping. 

The last essay, “ Journey’s End,” will be a solace to 
many. “ About the greatest service the doctor can offer 
the dying man is to give him the assurance that he will 
be with him to the end, still holding his hand as he 
steps on to the ferry.” 

ARTHUR S. MACNALTY. 


ENDOCRINE DISORDERS 


Major Endocrine Disorders. By S. Leonard Simpson. Third 
edition. with the collaboration of A. Stuart Mason and 


G. L. M, Swyer. (Pp. 459+ vi; illustrated. 50s.) London: 
Oxford University Press. 1959. 
This is a well-produced book of very handy size. The 
illustrations—an important feature in a _ book of 


endocrinology—are, in general, suitably chosen and 
informative. The clinical descriptions of the diseases 
referable to each gland are preceded by a concise, clear, 
and up-to-date account of the relevant physiology and 
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biochemistry. This not only provides an aetiological 
background but enables the various diagnostic tests 
to be viewed in proper perspective. The clinical 
descriptions are good and clear—for instance, Addison’s 
classical description of his eponymous disease is included 
in full. 

The so-called Fréhlich’s syndrome, being rare but 
frequently misdiagnosed, provides a sensitive index of the 
reliability of such clinical accounts ; here the subject is 
well treated, a proper definition is given, the historical 
background is well surveyed, and the important matter 
of differential diagnosis is much better handled than in 
some textbooks. In some books, too, the parts on 
disorders of the gonads are relatively weak, but in this 
book the sections on hypogonadism are strong and so is 
that on sexual precocity. It is pleasing also to see 
a well-balanced account of the female climacteric 
syndrome and its treatment. 

The book throughout is well up to date, and modern 
references are freely given. The limitations of various 
types of radio-iodine technique in thyroid diagnosis are 
clearly pointed out, and the reader is rightly warned 
against excessive reliance on them. Indeed, the danger 
of making laboratory investigations a substitute for 
clinical judgment is a recurring theme of the book. 

It is debatable whether diabetes mellitus should be 
included in an endocrine textbook. The subject is 
included here, but very briefly, considering its frequency 
and importance. It is allotted only 12 pages, compared 
with 24 pages for the rare hyperparathyroidism. As a 
result of this brevity the treatment of diabetic coma is 
scarcely handled in sufficient detail to give clear guidance 
on what action to take in an emergency. 

Nevertheless, for the student, the postgraduate, and 
the practising clinician the book is eminently readable, 
full of interest and reliable information, and provides 
a nice blend of the scientific background and the clinical 


situation. To such readers it can be wholeheartedly 
recommended. 
C. L. Cope. 
SPINAL ANAESTHESIA 


Physiology of Spinal Anaesthesia. By Nicholas M. Greene, 

B.S., M.A., M.D. With a foreword by John Gillies, C.V.O., 

M.C., F.R.C.P.E., F.R.C.S.E., F.F.A.R.C.S. (Pp. 195+xi; 

— 48s.) London: Baillitre, Tindall and Cox, Ltd. 
The literature on spinal anaesthesia is so extensive as to 
be difficult to review in one volume. Dr. Greene has 
wisely selected one aspect only—the physiological effects 

~and has compiled a comprehensive summary of what 
is known. His aim has been to collect, examine, clarify, 
criticize, and compress the literature, injecting freely his 
own views based on a wide experience. As one would 
expect from the author’s stay in Edinburgh, the section 
on the effects of spinal anaesthesia on the cardiovascular 
system is particularly full and valuable: the discussion 
of hypotension is the best to be found, and differences 
between this variety and that due to other causes are 
well displayed. 

This scholarly work deserves the closest attention 
from anaesthetists and others who are interested in the 
subject, to whom it is likely to be the most important 
addition to the scientific literature for some time to 
come. 

W. W. MusuHIn. 
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TRANQUILLIZERS 


The New Chemotherapy in Mental Illness. The History, 

Pharmacology and Clinical Experiences with Rauwolfia, 

Phenothiazine, Azacyclonol, Mephenesin, Hydraxyzine, and 

Benactyzine Preparations. Edited by Hirsch L. Gordon, 

M.D., Ph.D., F.A.P.A. (Pp. 762+xvii; illustrated. 84s.) 

London: Peter Owen, Lid. i959. 
In this book of over 700 pages are collected together and 
republished a large number of papers on the new 
tranquillizing drugs which have already appeared in 
nearly 30 Amer:can and British journals. Sections are 
devoted to general surveys of this field and to clinical 
experiences with the various drugs in psychiatric and 
general practice, and there is a final section on all the 
complicating side-effects which have been observed with 
their use. So few of the articles seem to have been 
specially written for this book that the result is an 
immense amount of repetition, the same thing being 
said over and over again by different authors. The 
volume can be recommended only as a reference book 
for somebody who wants to see all these papers together, 
rather than bother to look them up in the various 
journals where they were originally published. In fact, 
anybody who tried to read this book through, rather 
than just dip into it, would need to be heavily 
tranquillized himself before starting on so heroic and 
monotonous a task. 

WILLIAM SARGANT. 


EXERCISE 

Progressive Exercise Therapy in Rehabilitation and Physical 

Education. By John H. C. Colson, F.C.S.P., M.S.R.G., 

M.A.O.T. Foreword by J. M. P. Clark, M.B.E., M.B., 

Ch.B., F.R.C.S. (Pp. 184+ viii; illustrated. 18s. 6d.) Bristol: 

John Wright and Sons Ltd. 1958. 

This book is intended for physiotherapists and remedial 
gymnasts. It is written in the technical idiom of remedial 
gymnastics, and, indeed, requires an appendix on 
terminology. 

In his foreword a distinguished orthopaedic surgeon 
repeats the plea for activity on the part of the patient as 
opposed to mere passivity in the hands of the physio- 
therapist. But surely here he must be preaching to the 
converted. We are taken first through progressive 
exercises for various parts of the body, and then 
through exercises to be used after certain surgical 
operations. The choice of surgical conditions to be 
treated seems rather arbitrary. While the post-operative 
management of gastrectomy is given in great detail, the 
management of lobectomy and pneumonectomy is not 
discussed at all. Not enough emphasis is laid on the 
patient as an individual, and an approach to the patient 
which would maintain interest and enthusiasm in his 
exercises is not considered. 

W. S. TEGNER. 








The Indian Year-book of Medical Sciences—1958 is the 
first volume of a new annual publication designed to provide 
information on recent advances in medicine. A book of 
this type is particularly valuable in India, where many 
practitioners in rural areas have little contact with medical 
progress and less opportunity to attend refresher courses or 
other forms of postgraduate study. The Year-hook 
summarizes literature covering all branches of medicine 
and gives reference to the original papers. The material 
is arranged alphabetically by subject, and a full index is 
provided. (Current Technical Literature Co., India House, 
Bombay, 1 ; 483+ xlii pp.. 75s.) 


BOOKS RECEIVED 
Review is not precluded by notice here of books recently receivec 


Adolescent Rorschach Responses. Developmental Trends from 
Ten to Sixteen Years. By Louise Bates Ames, Ph.D., Ruth 
W. Métraux, M.A., and Richard N. Walker, Ph.D. (Pp. 313+ 
xiii. 63s.) New York: Paul B. Hoeber, Inc., Medical Book 
Department of Harper and Brothers. London: Hamish Hamilton 
Ltd. 1959. 


Comparative Endocrinology. Proceedings of the Columbia 
University Symposium on Comparative Endocrinol gy, Cold 
Spring Harbor, New York, May 25-29, 1958. Edited by 
Aubrey Gorbman. (Pp. 746+xx; illustrated. £6.) New York: 
John Wiley and Sons, Inc. London: Chapman and Hall, Ltd. 
1959. 


Henri Ferdinand Van Heurck, 1838-1909. Sa Vie, Son Ocuvre 
By Ed, Frison. (Pp. 106; illustrated. 2.50 guilders.) Leyden: 
National Museum for the History of Science. 1959. 


The Molecular Basis of Evolution. By Christian B. Anfinsen 
(Pp. 228+-xiii; illustrated. 56s.) New York: John Wiley and 
Sons, Inc. London: Chapman and Hall, “td. 1959. 


First International Congress of Neurological Sciences. Brussels. 
July 21-28, 1957. Volume Ill. Electroencephalography, Clinica‘ 
Neurophysiology, and Epilepsy. Edited by L. van Bogaer: 
and J. Radermecker, (Pp. 707; illustrated. £7.) London, New 
York, Paris, Los Angeles: Pergamon Press. 1959. 


Klinik und Praxis der Urologie. Klinik, Indikation, Diug- 
nostik, Operative und Instrumentelle Eingriffe, Nachbehand - 
lung. By Professor Dr. Werner Staehler. Volume LI. (Pp. 863 
+xxi; illustrated. DM. 240.) Stuttgart: Georg Thieme Verlag. 
1959. 


Dermatologie und Venerologie. FEinschliesslich Berufskrank- 
heiten Dermatologischer Kosmetik und Andrologie. Edited 
by Professor Dr. H. A. Gottron and Professor Dr. W. Schénfeld. 
Volume III, Part 2. Krankheiten der Hautanhangsgebilde 
Einschliesslich Akene und Rosacea. (Pp. 706+xiv; illustrated. 
DM. 178.) Stuttgart: Georg Thieme Verlag. 1959. 


Pathogenesis and Immunology of Tumours. Edited by G. V. 
Vygodchikov. Translated from the Russian by R. Crawford, 
Ch.B., D.T.M.&H. (Pp. 258+vii; illustrated. 80s.) London, 
New York, Paris, Los Angeles: Pergamon Press. 1939. 


Midwifery (A Textbook for Pupil Midwives). By Gordon W. 
Garland, M.D.(Lond.), F.R.C.O.G., and Rosemary C. Perkes, 
S.R.N., S.C.M., M.T.D. (Pp. 290+xi; illustrated. 21s.) 
London: English Universities Press Ltd. 1959. 


Gy aecomastia. By Peter F. Hall, M.D.(Sydney), M.R.A.C.P., 
M.R.C.P, Foreword by P. M. F. Bishop, D.M., F.R.C.P. 
(Pp. 157; illustrated. £A.1 15s.) Sydney: Australasian Medical 
Publishing Co. Ltd. 1959. 


Basic Medical-Surgical Nursing. By Mildred A. Mason, 
R.N., B.S, (Pp. 513+xiv; illustrated. 34s. 6d.) New York and 
London: The Macmillan Company, New York. 1959. 


The Collected Works of C. G. Jung. Edited by Sir Herbert 
Read, Michael Fordham, M.D., M.R.C.P., and Gerhard Adler, 
Ph.D. Volume 9, part 1. The Archetypes and the Collective 
Unconscious. Translated by R. F. C. Hull. (Pp. 462+.i: 
illustrated. 52s. 6d.) London: Routledge and Kegan Paul 
1959. 


Methods of Radiochemical Analy:is. Report of a Joint 
WHO/FAO Expert Committee. (Pp. 116; illustrated. Ss.) 
Geneva: World Health Organization. London: H.M. Stationery 
Office. 1959. 


Blindness in West Africa. By F. C. Rodger, M.D., Ch.M., 
D.O.M.S. (Pp. 262+xiv; illustrated. 70s.) London: H. K. 
Lewis and Co., Ltd., for the Royal Commonwealth Society for the 
Blind, 1959. 


Automazione e Salute. Problemi medico-soctali del progressc 
tecnico. By Giovanni Berlinguer. (Pp. 145. L. 1,500.) Rome: 
Istituto di Medicina Sociale. 1958. 


Your Diet—and Your Health. By Kenneth C. Hutchin, M.D 
(Pp. 91. 4s.) London: W. and G. Foyle, Ltd. 1959. 


Research Needs in Speech Patholcgy and Audiolcgy. A 
Special Report prepared by the Committee on Research, American 
Speech and Hearing Association, (Pp. 78.) 1959. 
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NOTIFICATION OF INFECTIOUS DISEASES 


It is fairly easy to point to defects and anomalies in 
the notification of infectious diseases, but not so easy 
to suggest remedies. It is said that the authorities 
have becn more concerned with adding new diseases 
to the list than with removing diseases whose 
importance has diminished. Another criticism is 
that the system has not been modified to meet 
advances in knowledge. Why, for instance, should 
scarlet fever remain notifiable when streptococcal 
infections without a rash are not notifiable ? Many 
persons feel that the time has come for including 
certain non-infectious diseases in the notification list 
to help aetiological studies. Though this principle 
has wide support, the list of suggested diseases is 
long and not everyone would agree on which should 
be chosen. 

A report of the Public Health Committee of the 
B.M.A. has recently recommended’ removing acute 
primary pneumonia, erysipelas, and measles from the 
list, and most medical men will agree that notification 
of these diseases serves little useful purpose. On the 
other hand, the report considers that anthrax, 
brucellosis, leptospirosis, and tetanus should be 
added to the list. For some time the notification of 
puerperal pyrexia has been unsatisfactory owing to 
the fact that the definition refers only to pyrexia, and 
this symptom may be caused by a multitude of 
conditions unconnected with childbirth. The report 
therefore suggests a new  definition—namely, 
infection of the genital tract or any streptococcal or 
staphylococcal infection within 21 days of childbirth. 
The adoption of this suggestion would produce more 
realistic statistics of puerperal infection than are 
available at present. Its suggestion of substituting 
the term neonatal infection (any coccal disease of a 
child within 21 days of birth) for ophthalmia 
. Brit. med. 1. Suppl., 19%, 1, 172, = 
2 Int. Dig. Hith Leeis., 1958, 9 GOS. 

* Stocks, P.. Sickness in the Population of England and Wales in 1944-47, 
in Studies on Medical and Population Subjects, No. 2. London, 


* Control of Communcable Diseases in Man, 1955. New York 
‘ J. roy. Soc. Hith, 1959, 79, 494 
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neonatorum would be in keeping with recent events. 
The report also recommends removing cholera, 
plague, typhus, and relapsing fever from the lists, as 
these diseases are no longer epidemic in this country. 
Under the International Sanitary Regulations there 
is an obligation to notify the World Health 
Organization when cases of the first three of these 
conditions occur, but a similar obligation in respect 
of yellow fever has been in operation for many years 
without the disease being notifiable in Britain. 

A recent study of notification practice in the 
International Digest of Health Legislation’ provides 
a wealth of information on procedure in different 
parts of the world which will be of much value to 
those who may be concerned with the enactment or 
amendment of laws on the subject. The number 
of diseases notifiable varies between countries from 
10 to 70. A seminar meeting in Chile in 1953 
recommended a basic list of 27 diseases and 
suggested that each country should add to the basic 
list any other diseases of importance in its territory. 
The basic list, though not identical with the list of 
diseases notifiable in Great Britain, bears many 
similarities to it. 

Comparison of the incidence of an infectious 
disease in one country with that in another is often 
falsified by differences in the completeness of 
reporting. Many factors vary, including the number 
of doctors, the proportion of cases seen by doctors, 
and differences in legislation. Even in Britain 
differences in the completeness of reporting occur 
between one disease and another. Whereas 
poliomyelitis and diphtheria are fairly completely 
reported, dysentery is not.* The degree of 
thoroughness with which a disease will be notified 
may be expected to depend on the general 
practitioner's assessment of the public health 
department’s ability to act effectively on behalf of 
his patient or the community as a result of his 
notification. 

It is therefore necessary to understand the purposes 
of notification. First is the necessity to know the 
incidence of a disease in relation to time and place 
and the kind of persons affected by it, in order that 
appropriate long-term measures of control can be 
applied. With some diseases notification is 
necessary for urgent measures of local control; in 
such circumstances a telephone call is more 
appropriate than postal notification. For this reason 
in some countries the notifiable diseases are classified 
into a number of groups, each requiring a different 
form of notification. Lastly, notification can be of 
use in ensuring that appropriate medical or hospital 
care is provided. 
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The position of the disease carrier in the 
notification system is somewhat anomalous. Under 
the general notification law in Britain healthy carriers 
are not notifiable. It is only when the carrier of 
certain infections is a food-handler that the case 
becomes notifiable. Yet knowledge of a diphtheria 
carrier is as important to those controlling the spread 
of infection as a report of patients suffering from the 
clinical disease. But probably no advantage would 
accrue from the discovery, for example, of 
meningococcal carriers in the population; so no 
general rule on carriers is suitable. Only ten of the 
fifty countries surveyed in the /nternational Digest 
of Health Legislation require the notification of 
carriers, and in most of these the obligation relates 
only to certain specified diseases, the commonest 
being typhoid, paratyphoid, other salmonella 
infections, and dysentery. 

There are certain conditions, influenza being one, 
about which it is important for the medical officer 
of health to receive early information on increasing 
incidence, though personal details of each individual 
case are not of the same interest to him. An 
American handbook, widely used in _ Britain,‘ 
recommends for such diseases an obligatory report 
of epidemics giving the number of cases and the time 
within which they have occurred, without individual 
case reports. A similar system, but on a voluntary 
basis, has been operating successfully in recent years 
in a group of rural districts near Guildford.’ “A 
summary of information received is circulated by the 
medical officer of health to general practitioners, and 
helps to maintain their interest. The success of this 
system of voluntary notification suggests that, if local 
interest in a particular non-infectious disease could 
be kindled, limited but profitable inquiries might 
be organized without the necessity to introduce 
legislation for general compulsory notification. 
Moreover, an essential preliminary to such a scheme 
would be to persuade the local doctors of the value 
of the investigation, a factor which in itself would 
probably increase the thoroughness of reporting. 











ANTIBIOTIC TREATMENT OF 
CHRONIC BRONCHITIS 


Antibacterial chemotherapy is notoriously less 
effective in chronic infections than in acute. When 
the infection is of some years’ standing and has 
already produced structural changes, a cure is too 
much to expect, but alleviation remains a possibility. 
Of all such conditions, chronic bronchitis causes 
more disability than any other, and many attempts 
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have already been made to assess the value of 
antibiotics in controlling it. Different systems of 
administration have been tried, and there have been 
some differences in the drugs used, though one 
of the tetracyclines has been the usual choice. 
Chloramphenicol is the most effective antibiotic 
against H. influenzae, the most commonly found 
pathogenic organism, but is unsafe for prolonged 
administration owing to the danger of causing 
marrow aplasia. Some benefit has always been 
observed from the antibiotic treatment of bronchitis, 
but there is still doubt whether its degree justifies the 
expense, and whether possible secondary effects need 
be taken seriously into account. 

This question has been re-examined in a study 
carried out in Edinburgh and described by Dr. J. 
McC. Murdoch and his colleagues at p. 1277 of the 
Journal this week. Their investigation covered only 
small numbers of carefully chosen patients, but they 
were studied very closely not only by clinical 
observation but by an exceptional variety of 
laboratory methods. The plan was to administer 
250 mg. of antibiotic four times a day during the 
winter months to a treated group and indistinguish- 
able inert capsules to an equal number of controls, 
the patients being allotted to these groups by a 
random method. During the first winter there were 
11 controls and 12 treated patients, who received 
“sigmamycin ” (a 2:1 mixture of tetracycline and 
oleandomycin) for three months only, from January 
to March. In the winter of 1958—9 treatment was for 
six months (October—March), the antibiotic was 
changed to oxytetracycline, and the number of 
patients, who included 20 from the previous season, 
was larger. There were 35 patients receiving 
antibiotics and 40 controls, but only 26 and 19 of 
these respectively completed the course. That 
antibiotic treatment was beneficial is clear on three 
counts from an analysis of the results. A much 
larger proportion of antibiotic-treated patients were 
assessed on both a subjective and an objective basis 
as being improved ; they had fewer days off work ; 
and their sputum less often contained H. influenzae 
or pneumococci, the two bacterial species most 
closely associated with this infection. 

Some observations of other kinds distinguish this 
trial from others. Two were serological: antibody 
to H. influenzae was found usually in much higher 
titre in patients infected with this organism than 
in bronchitics without it or in normal controls. 
Secondly, a rise in antibody titre to influenza virus 
A, B, or C was found in 10 patients who had had 
no attack resembling influenza as well as in three out 





1 Brit. med. J., 1959, 2, 1076. 
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of five patients who had. _ Bacteriological cultures 
were made from faeces and nasal swabs as well as 
sputum to determine whether prolonged antibiotic 
treatment leads to the appearance of resistant strains 
of staphylococci, a possibility which has been 
advanced as a drawback to such treatment. In order 
to prevent infection by resistant hospital strains, not 
only were none of the patients ever admitted to 
hospital but they were seen as out-patients in a room 
in the clinical laboratory instead of in the out-patient 
department. Some patients did indeed acquire 
an oxytetracycline-resistant staphylococcus, but the 
numbers in whose sputum it was found were equal in 
the treated and control group in the second winter, 
and staphylococci of the same phage type as the 
majority of these were recovered from the dust of 
the room in which they were interviewed. This 
may therefore represent cross-infection on a small 
scale rather than bacterial resistance developing in 
separate individuals. A less encouraging finding is 
that in two out of 11 patients in the first winter, and 
four out of 35 in the second, H. influenzae became 
resistant to the antibiotic administered. If such 
treatment is to be continued year after year, it may 
well lose its effect because of such a change. 

A more disquieting aspect of the whole problem is 
the economic. The cost of a six-months course of 
oxytetracycline is over £60. If this is multiplied by 
the number of patients given it, and the sum is 
regarded as purchasing a number of days when the 
patients would otherwise have been off work, the cost 
per day is very high. This takes no account of 
greater overall well-being, or of any ultimate effect 
on the course of the disease, the monetary value of 
which it is impossible to estimate. These patients 
were instructed to double the dose at the onset of a 
cold. A possible alternative to continuous treatment, 
certainly less costly and probably less effective, is to 
provide these patients with a supply of a tetracycline, 
to be taken in full doses only at any sign of a 
worsening of their condition. The taking of 
antibiotics forms only a part of the campaign that the 
patient has to wage against his disease in winter.’ 





G.M.C. AND ADMISSIBLE EVIDENCE 
The admission of certain evidence before the 
Disciplinary Committee of the General Medical 
Council during the hearing of a charge of infamous 
conduct last month' has gravely disquieted both 
Parliament and the Press. The medical profession 
will share their disquiet. The evidence was a police 
transcript of a private telephone conversation on 
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which, with the connivance of one of the parties, 
the police were eavesdropping. This, the Home 
Secretary told Parliament on December 3 (see p. 1342), 
was part of a criminal investigation. The political 
controversy now is similar to that aroused by the 
Marrinan case before the Bar Council and the 
Benchers of Lincoln’s Inn in 1956. It is the alleged 
breach of a Government undertaking to observe the 
recommendations of the Birkett Committee*—a 
committee of Privy Councillors appointed in June, 
1957, to inquire into “the interception of 
communications "—that lies at the heart of the 
political storm. The Birkett Committee wrote : 

“We are of opinion that the power given to the 
Secretary of State to issue a warrant to intercept 
communications, whether by letter or by telegram or 
by telephone, is a power of such importance and 
consequence that it should be most rigorously confined 
to the purposes which convinced the Home Secretary 
that it was right to issue the warrant in the first place. 

“We therefore conclude by recommending that there 
should be no disc!usure of the information obtained on 
public grounds by the exercise of this great power, to 
private individuals or private bodies or domestic 
tribunals of any kind whatsoever.” 


The admissibility of intercepted letters or telephone 
conversations raises no complicated legal issues. Such 
evidence is admissible in the courts of law so long as 
the normal rules of evidence are observed. If that 
proviso is observed there can be no objection to the 
quality of the evidence, but only objection to the 
infringement of the liberty of the subject which the 
collection of the evidence entails. The same is true 
of the Disciplinary Committee, though the Com- 
mittee’s discretion will sometimes allow the admission 
of evidence not normally admissible before the courts. 

The Disciplinary Committee of the G.M.C.* sits 
not as a court but as an inquiry. It has only one 
sentence in its power, erasure from the Register, 
which is intended not to punish the doctor but to 
protect the public. However, by postponing sentence 
the Committee can impose the equivalent of a 
conditional discharge. Since erasure is in fact penal 
in its effect, the evidence upon which it is ordered 
must clearly be of very high quality. But because 
the Committee’s jurisdiction extends to doctors 
practising outside Britain, and because its back-room 
machinery cannot be as efficient and extensive as that 
of the courts of law (without enormous expense), 
sometimes it is desirable to admit evidence which 


' Brit. med. J. Suppl., 1959, 2, 182. 

2 Report of the Committee of Privy Councillors Appointed to Inquire into 
the Imerception of Communications, Cmnd. 283, 1957. H.M.S.O., 
London 

' Harvey. C. P., Brit. mei. J., 1958, 2, 1257. 

* General Medical Council Disciplinary Committee (Procedure) Rules Order 
of Council, 1958, S.1. No. 1805 of 1958. H.M.S.O., London. 
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would not be admissible in a court of law. The 
general rule governing the reception of evidence by 
the Committee* is that it “ may receive as evidence 
any such oral, documentary, or other matter as, after 
consultation with the Legal Assessor, they may think 
fit.” The effect of this is that the Committee, like 
courts of law, can receive evidence of any type, 
including oral evidence from witnesses, the produc- 
tion of documents or objects, or the playing of 
tape-recordings, subject to the general admonition 
that the evidence must be of a standard acceptable 
in the criminal courts. This standard requires, in 
very general terms, that the evidence must be direct 
and not second-hand. But this standard is imposed on 
the Committee by admonition only: the Committee 
has a discretion, undefined in scope. to disregard that 
standard and admit hearsay. The Committce could 
admit any evidence so long as, “after consultation 
with the Legal Assessor ” (but not necessarily follow- 
ing his advice), it was satisfied the evidence was 
desirable in the light of its duty to make due inquiry 
into a case. The Committee’s high standing is the 
guarantee that it will not consciously misuse its 
powers, and of course there is a right of appeal to 
the Privy Council ; but it is more difficult to appeal 
on the grounds that a discretion was wrongly or badly 
exercised than on the grounds that clearly defined 
rules have been broken. 

While, in view of the Committee’s function and 
jurisdiction, it would be demanding too much to 
insist that the rules of evidence of the criminal 
courts must always be applied, the degree of 
departure from them could well be more clearly 
defined. 





H3 DEVELOPMENTS 


In a letter in this week’s Journal on H3 the writers say 
that it is evident that we are “ insufficiently conversant ” 
with it and its uses. Our critics state that H3 is “not 
simply procaine as you suggest.” They state that it is 
made up of novocain, various B vitamins, and vitamin 
C, this mixture being marketed under the name of 
“ gerioptil.” It is most unfortunate that the authors 
of the letter have not taken the trouble to read Professor 
Aslan’s papers, let alone the account we gave in the 
B.M.J. of November 28 of her recent visit. It is 
clear from the former that the H3 Professor Aslan uses 
is procaine, or more familiarly known as novocain. 
When she was asked at a meeting at the Apothecaries’ 
Hall in November about the value of the mixture which 
included vitamins, Professor Aslan replied that she knew 
nothing of it, and that her name had been used by the 
makers without her permission. 

“ Gerioptil,” to which Dr. R. O. Gillhespy and Dr. 
A. K. Chatterjee refer, is being marketed in West 


E 


Germany. Many medical men in this country have 
already received a communication “for and on behalf 
of H-three Developments,” from which it is clear that 
the stuff whose use is recommended has the composition 
described by Dr. Gillhespy in this week's Journal. 
“H-three Developments ” has a Harley Street address, 
and the publicity material gives the names of an 
advisory panel of doctors—namely, Dr. S. Sen and 
Dr. T. Markowicz. The communication from “H- 
three Developments” informs the reader that supplies 
of “ gerioptil * can be obtained direct from them “ until 
arrangements with leading chemists are finalized. . . .” 
A course of treatment consists of 12 injections, and a 
pack of 12 ampoules costs £2 10s. “ less a doctor's special 
discount of 15%.” 

Other readers besides Dr. Gillhespy and Dr. 
Chatterjee may think that Professor Aslan’s H3 is 
the same as the mixture advocated by H-three 
Developments Ltd., and those who have seen the 
handout may be puzzled by the following statement 
appearing under the heading “Contraindications ”: 
“Case histories pertaining to that research on novocain 
therapy in old age can be seen at the British Medical 
Association’s Headquarters.” This presumably refers 
to the fact that journals containing Professor Aslan’s 
original communications are in the Library, wherein 
is also deposited a translation of her articles. 

Whatever substance there may be in Professor Aslan’s 
observations, her published papers and her recent 
lectures in London fail to disclose any scientifically 
valid evidence in support of her conclusions. Her 
claims are very remarkable, and for that reason it is 
unfortunate that extensive publicity has preceded the 
kind of clinical trial that will alone convince workers 
in Britain of the soundness of Professor Aslan’s work. 
It is still more unfortunate that the issue has been still 
more confused by the marketing of a blunderbuss 
mixture, also called H3, whose principal resemblance to 
Professor Aslan’s H3 is that it contains procaine. 


SCHIZOPHRENICS IN HOSPITAL 


The length of time for which patients stay in mental 
hospitals has in recent years become the focus of much 
attention. As interest in the increasing variety of 
treatments available has expanded, the discharge rate has 
been used as the simplest measure of improvement, with 
the result that the patient’s discharge from hospital has 
come to seem desirable for its own sake. The discharge 
policy which was generally maintained in the 1930s has 
come to be recognized as unduly conservative ; for the 
sake of an imagined security patients were sometimes 
kept in hospital when they had made a fair degree of 
recovery, so that they eventually became unfit to return 
home and even unwilling to go. Development of the 
newer policy of earlier discharge has received added 





1 Gutrmann, E., Mayer-Gross, W., and Slater, E., J. Neurol. Psychiat., 
1939, 2, 25. 

2 Norris, V., Mental Iliness in London, 1959. London. 

3 Wing, J. K., Denham, J., and Munro, A. B., Brit. J. prev. soc. Med., 
1959, 13, 145. 
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impetus from hospital overcrowding. The result of 
these and other factors has been a revolutionary change 
in administration, with a considerable reduction of the 
normal length of stay. But the movement towards early 
discharge has not been without its critics. They have 
pointed out that one of the most humane functions of 
the mental hospital, that of an asylum, may be unduly 
neglected, and that mentally disturbed patients may be 
more of a burden on themselves and the community in 
their own homes than in hospital. Emptying the wards 
for its own sake is not a sensible policy. 

The tendency to chronicity and to long stay in hospital 
is much greater in the case of schizophrenia than other 
illnesses, as is shown by the tables provided by Drs. 
R. W. Parnell and Ian Skottowe in their article at p. 1296 
of the Journal this week. But half the schizophrenics 
were discharged from hospital in about five months, as 
compared with about two months for other diagnoses. 
Menta! disorders of organic causation are not considered 
in this paper, but in general the length of stay would not 
approach that for schizophrenia. In his article at p. 1300 
of the Journal, Mr. G. W. Brown makes the observation 
that 70% of patients staying longer than two years are 


schizophrenic, and that their average length of 
continuous residence is 12 years. The problem of 
chronicity is therefore’ particularly linked with 


schizophrenia. 

It seems likely that the change towards a shorter length 
of stay is less distinct for patients with schizophrenia 
than in the hospital population generally. Statistics 
compiled by E. Guttmann and colleagues in 1939,' 
which the late Vera Norris referred to in her valuable 
book Mental Illness in London,? showed that, in a 
prognostically favourable group of schizophrenics 
treated at the Maudsley Hospital, 42% of the men and 
36%, of the women were still in hospital after a 
continuous period of one year, and 36%, of the men and 
28% of the women after two years. Norris’s own 
figures, based on London hospitals between 1947 and 
1949, showed 46% of the men and 45% of the women 
were still in hospital at the end of one year, and 38%, 
of both men and women at the end of two years. She 
concluded: “In other words, new treatments introduced 
since 1934 have not been able to bring the prognosis for 
all types of schizophrenia to the same level as that 
enjoyed by a group of schizophrenic patients with a 
favourable prognosis in the era before shock therapy.” 

Turning now to the figures provided by the Board of 
Control and analysed by Parnell and Skottowe, we see 
that 22 to 34% of male and female schizophrenics were 
still in hospital at the end of 12 months. The figures 
relate to the years 1953-4, when all the benefits of 
insulin and electro-shock treatment were available, but 
a time when some of the most modern drug therapies 
were only beginning to come into use. These figures 
constitute some advance on the sets of figures quoted by 
Norris, the advantage being shown particularly in the 
younger age groups. In a more detailed study of 
schizophrenic patients at Long Grove Hospital, J. K. 
Wing, J. Denham, and A. B. Munro® report that, for 
admission in 1950-1, 68% of men and 76% of women 
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admitted for the first time were discharged before the 
lapse of two years, with corresponding figures of 94% 
and 74% for admissions in 1955-6. The lack of 
improvement in the figures for women is a point that 
calls for explanation. 

A number of reasons are suggested for the reduction 
in length of stay of the general hospital population. 
Apart from the benefits of active treatment, and changes 
in discharging policy, the factors implicated are held to 
include the effects of treatment in out-patient clinics in 
preventing readmission, and a change in community 
attitudes towards the mentally ill, by which a greater 
tolerance is being attained. In this connexion the study 
by Brown is of particular interest. He shows that the 
prospects of discharge of a patient who receives no 
visits from relatives during the first two months of stay 
in hospital are very greatly impaired. In 1950 about 
20%, of the 148 schizophrenic patients admitted were 
not visited during the first two months, and of them 
83% stayed over two years, as compared with 25% of 
the visited. In 1955, about 32% of the patients received 
no visits in the first two months of stay, but only 27% 
of them had to stay over two years. That a gross degree 
of isolation from family and friends should, first, be so 
common and, secondly, should have such a massive 
effect indicates the great practical importance of the 
social circumstances. Moreover, for the fortunate 
majority who were visited, some weakening of the bonds 
which unite the patient with his family may have 
hindered his improvement. 


PREMENSTRUAL TENSION STATE 


The premenstrual tension state, so named by R. T. 
Frank in 1931,' is a syndrome of physical and mental 
symptoms occurring in the 10 days or so immediately 
preceding the menstrual period and usually totally 
abating with the onset of the flow. Sometimes psychic 
symptoms predominate—mental tension, irritability, 
depression, insomnia, and emotional instability—but 
there are always present too some somatic symptoms, 
such as headaches, dizziness, nausea, fatigue, mastalgia, 
lower abdominal fullness, and oedema. The degree of 
disability varies, but cyclical symptoms probably 
trouble more than 10% women at some time during 
the childbearing age. The aetiology of the syndrome 
remains obscure. R. T. Frank ascribed the symptoms 
to hyperoestrinism, but metropathia and granulosa- 
cell tumour are not attended by this syndrome. 





1 Frank, R. T., Arch. Neurol. Psychiat. (Chicago), 1931, 26, 1053. 

* Biskind, M. S., J. clin. Endocr., 1943, 3, 227. 

* Greenhill, J. P., and Freed, S. C., J. Amer. med. Ass., 1941, 117, 504. 

* Zondek, B., and Bromberg, Y. M., J. Obstet. Gynaec. Brit. Emp., 1947, 


54, 1. 

5 Morton, J. H., Amer. J. Obstet. Gynec., 1950, 60, 343. 

* Pendergrass, E. P., et al., Amer. J. Roentgenol., 1941, 46, 673. 
7 Ellis, M. E., and Grolilman, A., Endocrinology, 1949, 44, 415. 
* Israel, S. L., J. Amer. med. Ass., 1938, 110, 1721. 

® Freed, S. C., ibid., 1945, 127, 377. 
1° Swyer, G. I. M., Brit. med. J., 1955, 1, 1410. 

11 Greene, R., and Dalton, K., ibid., 1953, 1, 1007. 

12 Rees, L., ibid., 1953, 1, 1014. 

18 Davis, M. E., Med. Clin. N. Amer., 1958, 42, 257. 
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M. S. Biskind? imputed the high amount of circulating 
oestrogen to a lowered inactivation of the hormone by 
the liver because of a vitamin-B deficiency. J. P. 
Greenhill and S. C. Freed® blamed excessive secretion 
of both oestrogen and progesterone for causing 
sodium retention and accumulation of fluid in the 
extracellular tissues. B. Zondek* believed the syndrome 
to be an allergic reaction to high concentrations of 
either ovarian hormone. J. H. Morton® showed that 
some of the symptoms might be due to hypoglycaemia. 
E. P. Pendergrass and his co-workers® suggested that the 
retention of salt and fluid was due to overproduction of 
antidiuretic hormone by the posterior lobe of the 
pituitary gland, but M. E. Ellis and A. Grollman’ 
pointed out that it might rather be due to a diminished 
rate of inactivation of this hormone. 

Not surprisingly, many forms of treatment have been 
tried for premenstrual tension—diuretics,* progesterone,® 
androgens,® vitamin-B  complex,? mephenesin,?° 
tranquillizers, and even irradiation of the posterior 
pituitary gland.* In this Journal in 1953 good results 
were reported by R. Greene and K. Dalton!! and by 
L. Rees'* with progesterone given in the second half 
of the cycle to correct the abnormally high oestrogen / 
progesterone ratio which they adduced evidence to 
show was the significant feature of the syndrome. 
Progesterone could be given by injection or implant, or 
its analogue ethisterone could be taken by mouth. The 
use of the potent, long-acting 17a-hydroxyprogesterone 
caproate may enable a single injection to suffice for each 
premenstruum. And now the comparative value of two 
of the newer synthetic oral progestogens has been 
assayed by Dr. Katharina Dalton, who reports her 
results at p. 1307 in this issue. She found that of 58 
women whose symptoms had previously responded to 
progesterone, only 37% were relieved by dimethisterone 
and 59% by norethisterone. The efficacy of the latter 
was similar to that of the older ethisterone, but patients 
who responded to one preparation did not necessarily 
respond to another, and eventually 18 of the women 
(31%) had to return to progesterone therapy. 

Dr. Dalton believes that these oral progestogens were 
less effective because while their secretory effect on the 
endometrium is great they fail to increase the urinary 
excretion of sodium and chloride as human 
progesterone does. It would strengthen her argument 
if she obtained similar results on repeating the trials with 
biochemical control, and excluding women who. knew 
that their symptoms were prevented by injections, as 
well as those patients who have had a hysterectomy or 
have passed the menopause. 

Premenstrual tension is said to occur more in over- 
anxious and emotionally labile women. The onset of 
symptoms is often related to marital upset, sexual 
disharmony, or continued frustrations. Yet Rees’? 
believes that the condition is not primarily a neurosis 
and that psychotherapy has but a limited value in 
treatment. M. E. Davis,'* however, maintains that 
treatment must be primarily educational, with emphasis 
on explanation, guidance, and reassurance. The general 
practitioner, to whom complaint is first made, should 


not be deterred by the multiplicity of symptoms, but, 
recognizing their cyclical occurrence, should by adroit 
questioning lead the woman to unburden herself. A 
sympathetic ear and a reassuring word, reinforced by 
the timely use of one of the newer oral diuretics, can 
usually alleviate the patient’s misery and lighten the 
burden on her and on her household. 


RISKS OF ALCOHOL 


As the congestion of traffic on the roads increases, the 
margin of error for drivers falls. Anything that 
impairs the driver’s ability may have dangerous 
consequences for himself and others. When taken in 
large quantities alcohol so evidently diminishes the 
drinker’s performance that it is universally recognized 
as a cause of accidents. What recent work has shown 
is that the drinking of even small quantities is risky. 

In their study of the effect of alcohol on 35 men and 
five women who operated a motor-driving machine 
Professor G. C. Drew and colleagues, of Bristol 
University, concluded that “mean error showed an 
increase with increase in blood alcohol.” Their report, 
which appeared last year in this Journal,’ has now been 
published in fuller form as a Medical Research Council 
Memorandum,? and the same conclusion is stated 
slightly more emphatically: “ Mean error increased 
significantly with increasing blood alcohol.” It has 
been confirmed by Professor John Cohen and his 
colleagues,* at Manchester University. They tested the 
effects of whisky-and-soda on bus drivers and found 
that “the performance of the drivers, as well as their 
judgment, progressively deteriorated as they consumed 
more alcohol.” Neither group of workers could detect 
from their experiments a level of alcohol in the blood 
below which the ability to drive safely is unimpaired. 
In fact, the data suggested a continuous relationship 
between level of blood alcohol and driving ability, and 
lacked any indication of a “threshold” at which the 
driver should stop drinking: his only safe course is not 
to begin. 

The main individual differences in response to alcohol 
that Drew and colleagues found in their subjects 
concerned personality. Extraverts performed the test 
more inaccurately after taking alcohol than did the 
introverts. The latter could be divided into two groups: 
one driving slower, the other faster. The authors of 
the report suggest that the extraverts, after taking 
alcohol, may respond to the stress imposed on them by 
partially withdrawing from the problem, becoming 
much less accurate in their steering but driving at about 
the same speed as before. The introverts, by contrast, 
appeared to be striving to compensate for the effect of 
the alcohol and to show their efficiency—the one group 
by slow and cautious driving, the other by a display of 
fast and in fact not very accurate driving. 





1 Drew, G. C., Colquhoun, W. P., and Long, H. A., Brit. med. J., 1958, 2, 993. 
2 Medical Research Council, Effect of Small Doses of Alcohol on a Skill 

Resembling Driving, 1959, Memorandum No. 38, H.M.S.O., 7s. 6d. net. 
3 Cohen, J., Dearnaley, E. J., and Hansel, C. E. M., Brit. med. J., 1958, 1, 1438. 
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In adolescents acne vulgaris must rank as the most 
common skin complaint. It has been regarded as a 
normal physiological reaction in the skin at a time of 
alteration in the’ pat.ent’s hormonal make-up, 
manifesting itself by an increase in the number and 
activity of the sebaceous glands. The primary changes 
are an increase in the greasiness or seborrhoeic state of 
the skin, with the production of comedones (abnormal 
masses of keratin and sebum within dilated follicles), 
whereas the secondary production of papules, pustules, 
ind cysts represents an abnormal reaction to follicular 
blockage. Many minor cases require little treatment, 
but the severe ones call forth all the aids in the 
dermatologist’s armamentarium. Among these may be 
mentioned dietary measures, correction of focal sepsis, 
judicious use of surgery, ultra-violet-light therapy, 
x rays, local and systemic drug therapy, and particularly 
reassurance. 

The greatest cure of all, however, is the passage of 
time, and most lines of treatment are directed towards 
preventing scarring. Each patient must be individually 
assessed, and, as no two cases respond similarly, the 
various modes of therapy have to be modified to suit 
each case. Basically the aims of treatment are to help 
“unplug” the follicles, reduce the greasiness of the 
skin, and keep at bay secondary inflammatory changes 
which can lead to scarring. The field covered by drug 
therapy is a large one, but it must be emphasized that 
it is only one facet of the whole problem of 
management, and that which is favoured by one person 
may be eschewed by another. 


Cleansing Agents 

[he simplest of these is soap and water, and there 
is evidence that soaps containing hexachlorophene are 
of value. Cetrimide 1% (“cetavion”) would appear 
to be more effective, again having a bacteriostatic as 
well as a degreasing effect. Ideally it should be applied 
on cotton-wool every three to four hours, the time taken 
to renew the surface film of sebum, and then wiped off 
with a towel. It may also be used as a shampoo. 


Topical Applications 

Sulphur has retained pride of place in local therapy 
over the years for its peeling effect, and in minor cases 
is all that is required. Surprisingly, elemental sulphur 
has no physiological action but in contact with skin is 
converted to hydrogen sulphide, some of which is 
oxidized to form polythionic acids, which facilitate 
normal maturation of keratin. It has also a 
bacteriostatic action against Gram-positive organisms. 
Sulphur is traditionally used in the precipitated form in 
lotions, emulsions, or pastes. Lotio calaminae makes 
a suitable vehicle, and it is advisable to start with a 2% 
strength of sulphur, working up to 4-6-8-10% as the 
skin becomes habituated to it. Care should be taken 
with blonde, fair-skinned patients or those who burn 


easily in the sun, and ichthammol 2% may be substituted 
in this type of case. 


Lot. potass. sulphurat. et zinc. is an old-established 


formula for milder cases. For more pustular types 
Kummerfeld’s lotion is of value: 
Precipitated sulphur... - e 12% 
Spirit of camphor _ ee ine 6% 
lragacanth at eas on si 1° 
Lime water F - = = 50% 
Water upto 100° 


In general it is advisable for treatment to be started 
with lotions, and these should be dabbed on to the skin 
night and morning and rubbed in when dry. A mild 
peeling effect should result, but, if reactions are too 
severe, the applications must be reduced in frequency. 
An alternative will then be ung. aquosum B.N.F. or a 
weak emollient such as: 

2% salicylic acid ointment 
Glycerin of starch 

Pastes produce a greater peeling effect—for example, 
pasta sulph. et resorcin. B.P.C. containing 6.25% of each 

-but may be too drying for some skins. Resorcin may 
be dangerous if applied to large areas for any length of 
time, as it interferes with the function of the thyroid 
gland, and may lead to myxoedema. 

Emulsions made by incorporating sulphur in an 
emulsifying base—for example, ung. emulsificans 
aquosum—have the advantage of being more acceptable 
cosmetically ; and, as colloidal sulphur is least likely 
to provoke contact dermatitis, it can be ideally 
incorporated in such a base. 

Of the more elegant proprietary preparations, the 
most popular are “acnil,” containing 4% resorcinol, 
$% cetrimide, and 3% sulphur, and “eskamel,” with 
2% resorcinol, 4% Kexachlorophene, and 8'%, sulphur. 
The higher percentages in the latter preparation should 
be noted lest sensitivity occur. They are both flesh- 
tinted, hence can serve as a make-up base. 
“Dermasulf” is a useful preparation containing a 
mixture of polythionates, and should be dabbed on the 
face two to three times daily, then allowed to dry. It 
is odourless and colourless, which are great advantages, 
but like the above, it is expensive. 


} Equal parts 


Antibacterial Drugs 

Bacteria play a part, possibly a minor one, in 
producing the secondary lesions in acne, but it should 
be emphasized that antibiotics do not cure the basic 
condition. They are justified in an attempt to bring the 
pustular and cystic elements under control and so 
prevent subsequent scarring. They also seem to be 
effective in cases with only papular lesions. Sometimes 
they are efficacious in cases where culture shows that 
the organisms are insensitive, or even where the culture 
is sterile, so that it has been suggested that there is some 
interplay with enzymatic processes, and the role of 
pyogenic organisms may be more of a sensitization 
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phenomenon than a true infection. Certainly, 
improvement can be noted with what one would 
consider to be subtherapeutic levels. 

The sulphonamides generally are cheapest, and here 
sulphatriad or sulphathiazole have been. used most. 
Lately, one of the new long-acting group— 
sulphamethoxypyridazine (“lederkyn,” “ midicel™) or 
sulphafurazole (“ gantrisin”)—seems to find most 
favour but is more expensive. They may be given in 
doses of one tablet (0.5 g.) per day for a month. 
Penicillin is less popular on account of the risk of 
urticarial eruptions and development of resistant strains. 
However, sulphonamides may also cause such side- 
effects as rashes, headaches, fever, and leucopenia. 
Another point is that, if ultra-violet light is being given, 
sulphonamides can provoke light sensitivity. 

It is my impression that the new broad-spectrum 
antibiotics are the most effective, but unfortunately their 
cost is still rather high. Chloramphenicol, though 
extremely useful, would seem best avoided, as there is 
a risk of aplastic anaemia developing. Of the 
others, chlortetracycline (aureomycin), oxytetracycline 
(“terramycin”), tetracycline (“achromycin,” “ tetra- 
cyn”), and the combination of tetracycline plus 
oleandomycin (“sigmamycin™) all seem equally 
effective, but chlortetracycline seems to have the highest 
incidence of side-effects, of which the main one is 
diarrhoea. This can be reduced by ensuring that the 
drug is taken with meals. 

The course of treatment depends on _ personal 
preference ; some advocate a full therapeutic dose 
initially—that is, 250 mg., one capsule four times a day for 
four days, reducing to one three times a day, one twice 
a day, and one daily as improvement occurs, the whole 
over a period of two to three weeks. Others, with whom 
I agree, believe that an effective regimen is one capsule 
of 250 mg. daily for three weeks, then a break for a 
week, and again a three-weeks course. The patient 
should be seen weekly for assessment to be made, and 
the length of the periods of treatment varied accordingiy. 
Prolonged administration is not to be entered upon 
lightly, as there appears to be a significant increase in 
resistant strains of staphylococci in patients treated for 
longer than three months. Unfortunately, relapse is 
sometimes worse than the original disorder, but usually 
short courses manage to maintain some control. 

When lesions are superficial, topical applications of 
antibiotics are often helpful, and of these neomycin or 
tyrothricin lotions seem best. Chloramphenicol 
ointment and “ quinolor ointment” have on occasion 
proved efficacious. These should not be used in the 
first instance, however, but only after simpler measures 
have been tried without success. 


Hormone Therapy 


Oestrogen.—It has been postulated that one of the 
prime factors in the development of acne is an alteration 
in the ratio of androgen (plus progesterone) to oestrogen. 
This being so, it might be thought that treatment with 
oestrogen would be beneficial, particularly as_ it 
temporarily reduces the flow of sebum. But in fact 
opposing views are _ held. The majority of 
dermatologisis tend to reserve oestrogens for a certain 
category—namely, women in whom there is a serious 
premenstrual flure-up and in whom there is no family 
history of cancer of genital organs or breast. A number 
extend the field to include bad cystic cases, particularly 


if other therapy has failed. There is a dwindling 
minority who believe oestrogens help most cases. 

In passing, there is a separate condition called adult 
pre-menstrual acne which occurs in older women, 25-45 
years of age. Firm, discrete nodules appear on the cheeks 
and chin premenstrually without evidence of comedones. 
For this, progesterone is given intramuscularly 10 mg. ten 
days before menstruation begins and 5 mg. five days later. 
Or ethisterone tablets, 25 mg. orally, may be given daily in 
the second half of the cycle. 


The question whether oestrogens should be given to 
males is a very thorny one, but the risk of testicular 
depression and gynaecomastia seem to outweigh their 
usefulness in most cases. A few dermatologists du give 
oestrogens in very bad cystic cases, but the conservative 
view is against using them. 

The drug most commonly given is ethinyl oestradiol, 
one 0.0l-mg. tablet daily for each of the ten days 
preceding the expected date of onset of the menstrual 
period. If no untoward symptoms appear, such as 
excessive bleeding or pain, this plan is continued for the 
following three or four cycles. It must be emphasized 
that, if such therapy is given, the patient should be seen 
every month for reassessment. Oecstrogens may 
potentiate the effects of ultra-violet-light exposures, 
and so this measure may profitably be carried out 
concomitantly. 

Stilboestrol tablets 1 mg. or dienoestrol tablets 1 mg. 
daily, again in the second half of the ovulatory cycle, 
are less popular, because the former is apt to cause 
nausea while the latter is less potent. In the male, 
tablets in the same dosage have been given for three 
weeks. 

The latest addition to this form of therapy is 
chlorotrianisene (“tace”), which appears to be stored 
initially in the body fat and slowly liberated for 
metabolism in the liver. It is unique in that more 
oestrogen is recovered from the faeces than is actually 
ingested. A test course should first be given—one 
capsule (12 mg.) on alternate days in the second half of 
the menstrual cycle. If no alteration in menstruation 
is observed, in the next cycle one capsule is given daily 
in the same phase. Therapy is continued until there is 
clinical response and then reduced ; it usually occupies 
a total of three to six months. 

Gonadotrophin.—The rationale of this therapy is that 
the secretion of oestrogen is stimulated by pituitary 
gonadotrophins, so restoring the correct androgen- 
oestrogen ratio. Here again there is a difference of 
opinion on its efficacy. In some hands it is reported as 
being successful in 60% or more of cases, but my 
experience has been less fortunate, though an occasional 
patient is helped. “ Gonadyl” tablets, containing 50 i.u. 
of serum gonadotrophins, are given for sublingual or 
sublabial absorption ; the tablets must not be swallowed 
whole, as this destroys their activity. The recommended 
dosage is two tablets daily for four weeks, one tablet 
daily for the next four weeks, and one tablet on alternate 
days for the final month, though the leading British 
advocates of this treatment seem to have given two 
tablets daily for three months and then reduced the 
dosage. Exacerbations may occur during the course, 
but subside again; once started, the course should be 
continued. No side-effects have been reported. 

Thyroid—Many textbooks have recommended the 
routine administration of thyroid tablets, but its use is 
justified only in proved cases of hypothyroidism. 
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Dosage must therefore vary in accordance with the 
severity of this latter condition. 

Corticosteroids—These have been given in an effort 
to correct hormonal imbalance, but I doubt if anyone 
in this country would seriously consider using them 
to-day, as the complications of steroid (A.C.T.H.) 
therapy include the development of acne and 
hirsutism. 

Vitamins 

Although theoretical considerations seem to indicate 
that certain of the vitamins should be of value, in 
practice they hardly ever are. Yet every now and again 
one meets a patient in whom vitamin therapy is of help, 
particularly when given fresh yeast, yeast tablets, or the 
B complex, one tablet three times a day over a few 
months. Paradoxically, I have found patients in whom 
some element of the vitamin-B complex seems to have 
aggravated the picture, and who have improved when 
the concentrated mixture has been stopped. 

Vitamin A reduces androgenic effects, while lack of it 
leads to hyperkeratinization of the hair follicles, a factor 
in plugging the pores. Eskimos, who live on adiet highin 
vitamin A, rarely get acne. It has been given in doses 
of 50,000 to 100,000 i.u. daily over periods of six months 
or longer, but on the whole it seems to be rarely justified. 
Toxic effects include fissuring of the lips, nausea, 
headache, irritability, and pruritus. 

Nicotinic acid, 25 mg. before meals, helps those 
patients in whom iodides cause aggravation. 

Ascorbic acid 3 gr. per day, was once recommended 
by the Medical Research Council, but few people to-day 
would give it as a routine. Attention to diet should 
ensure an adequate intake. 


Sedatives 

Emotional influences are a contributory factor in that 
stress alters sebum production. Small doses of a 
medium-acting barbiturate, such as amytal 4 gr., one 
tablet three times a day for short periods of two to three 
months, are suitable, particularly in tiding a patient over 
a crisis, such as examinations or a broken engagement. 
Bromides are contraindicated, because, like iodides, they 
can cause exacerbations. 


Vaccines 

These are not often given now, particularly since the 
advent of broad-spectrum antibiotics. However, those 
patients from whose lesions staphylococci and even 
acne bacilli may be cultured often respond to a mixed 
staphylococcus and acne vaccine. This may be 
successfully combined with a staphylococcus toxoid. 
Such a combination, used in one injection, is known 
as a vaccoid. This procedure may therefore be tried 
if all else fails. 

In conclusion, I would point out that the vast 
majority of cases of acne vulgaris respond well to the 
use of cleansing agents and topical applications, with 
the aid of a suitable diet, ultra-violet light, sunshine, and 
reassurance. For some females, support from oestrogen 
therapy may be necessary, and the occasional case will 
call for antibiotic therapy. The essentials are very 
careful assessment of the patient, and the use of 
procedures with the minimum chance of unpleasant 
sequelae. 


I wish to thank Dr. Derek Larnder for his great help in 
the preparation of this article, and Mr. M. H. Payne, chief 
dispenser, St. Mary’s Hospital, for useful criticism. 


WHY PATIENTS GO TO HOSPITAL 
A STUDY OF USAGE 


BY 


JOHN FRY, M.D., F.R.C.S. 
General Practitioner, Beckenham, Kent 


Even after i0 years of the National Health Service we 
are still lacking in facts on many aspects of its work. 
We know, for instance, that the hospitals are an import- 
ant and expensive branch of the service, and that patients 
are referred to hospital by their own family doctors, but 
we know very little about how the two are working 
together. What proportion of their patients do family 
doctors refer to consultants, and why ? Is it true that 
the family doctor has degenerated, as some imply, into a 
mere “ signpost ” to the hospital or a “sorter” of those 
patients who require referral and those who can be 
treated at home? _Is the hospital providing adequate 
facilities for its local family doctors so that they are 
encouraged to care for their patients at home ? If there 
are faults, on either side, can we define these and take 
action to remedy them and produce a system whereby 
the modern hospital is used to the best advantage of the 
patients, the family doctors, and the hospital staff ? 


In order that the best type of service and system can 
be developed we must have information on the ways in 
which the family doctors are using their local hospitals, 
for it is only by studies in operational research that 
these faults and difficulties can be defined and remedied. 
While we have had many reports on the ways in which 
the hospitals are working internally we have had very 
little information on the situation that exists before the 
patient ever arrives at the hospital. 

What are the habits of family doctors in referring 
patients to hospital, and why do these habits vary so 
much? It is this aspect that deserves much more 
attention. There have been only two reports on this 
topic—one by Hopkins (1956), from his own London 
practice, and the other report by Logan and Forsyth 
(1958), on the referral rates of family doctors in Barrow. 
The present paper describes a further investigation on 
the use of the hospital by a family doctor. An attempt 
has been made here to confirm the principle that opera- 
tional research is a useful technique even when applied 
to the field of general practice, to try out simple 
methods of recording facts, and to examine the results, 
even though they may refer to an individual practice 
in one area of the country. 


The Practice 


The practice is sited in the south-eastern suburbs of 
London, in an area that was largely developed in the 
1920’s and 1930's. The patients are almost entirely 
N.H.S., and belong to social classes II, III, and TV. The 
mid-year practice population in 1957 was 5,502. 

The work in the practice is shared between myself 
(the principal), an assistant, and one secretary. 

The hospital facilities in the area of the practice are 
really excellent. The local hospital, once a cottage 
hospital and now up-graded and staffed entirely by 
consultants, has full in-patient and out-patient facilities, 
and in addition provides all the local family doctors 
with full and complete access to the pathological and 
radiological departments. Any radiological or patho- 
logical investigation that can be performed on an 
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out-patient can be carried out directly for the family 
doctor without prior referral to a consultant. In addi- 
tion to this local hospital there are three other large 
hospitals in the area, and big London teaching hospitals 
are only half an hour’s travel time away 


Methods of Study 


To carry out any form of research in general practice 
the methods employed must be simple, so as to be 
compatible with the busy daily routine. Over the years 
simple methods of record-keeping have been developed 
in this practice (Fry and Blake, 1956). For the present 
study the information was recorded on punch cards 
(Cope Chat) that are the routine method of recording 
information. These cards contain holes for various 
diagnoses and for referrals to hospital. Referrals were 
classified as those involving handing over the responsi- 
bility for the care of the patient to a hospital consultant 
either as an out-patient or as an in-patient, and those 
where the responsibility remained with the family doctor, 
the referral being for a radiological or pathological 
investigation. There were two other groups of patients 
who attended hospital during the year on whom precise 
information was lacking; one group of around 60 were 
attending hospital follow-up clinics at intervals, and the 
other group, on which little information was available, 
consisted of patients who attended a casualty depart- 
ment as emergencies on their own initiative. 

At the end of the year the punch cards of all patients 
who had been seen were hand-sorted and the cards of 
all those referred to hospital were extracted and 
analysed. Information on the age and sex of the 
patient and the reason for referral was obtained from 
the card, and further details regarding progress were 
derived from the usual clinical notes that had been kept. 


How Much Was the Hospital Used ? 


Facts that answer those who imply that the family 
doctor is merely a “ signpost ” to the hospital are given 
in Table I. 

In this practice, at least, there was little evidence of 
any large-scale referral of patients to the hospitals. 
Over 90% of all the 4,122 patients out of the 5,502 
at risk who were seen once or more during the year 
were managed by the family doctor himself, and 
less than 10% were either sent to the out-patient 
departments or admitted to the wards. 

The very great benefits of the diagnostic facilities 
available to local family doctors are evident from the 
fact that 6% of patients in the practice were sent for 
an x-ray and 7% for a pathological investigation. It 
is very likely that if these facilities had not been 
available a good number of these 719 patients would 
have been referred to a consultant for the investigations. 
What a saving of consultants’ time ! When referral 
of these patients was necessary they were sent along 
already investigated, again with a saving of time. The 


TasLe I.—Patients Referred to Hospital in 1957 
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Some patients were referred to more than one department. 


investigation of one’s own cases added immensely to the 
interest of routine work and also, one hopes, improved 
the standards of work. Having had these facilities 
available for many years, to work without them would 
be a very great loss. 

It is appropriate to refer here to domiciliary 
consultations. These have been one of the boons of 
the Health Service. In the year of the study a consultant 
was asked to see a patient at home in consultation with 
the family doctor on 23 occasions. In addition, a 
consultant radiologist was asked to carry out a 
domiciliary x-ray examination on 17 occasions. 


Who Was Referred to Hospital ? 

If we are to plan sensibly for the future it is necessary 
to know which groups of the population are most likely 
to be referred to hospital and to which department. The 
following tables show what happened in this particular 
practice during 1957. 

Out-patient and in-patient services were most often 
required for the 40-70 age-period and least often for 
children (Table If). There was no appreciable sex 
difference, 189 males and 194 females being referred. 
The conditions which accounted for this bulge in the 
middle-aged and elderly were chiefly rheumatic, 
digestive, and eye disorders, and the neuroses. 


TasB_e II.—Out-patient and In-patient Referrals in Age, Expressed 
_& Rates Per 1,000 of Those at Risk in Each Decade 
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Taste !1l.—Referrals to X-ray Department at Various Ages, in 
Rates Per 1,000 of Those at Risk 
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Taste 1V.—Pathological Investigations at Various Ages, in Rates 
r 1,000 of Those at Risk 
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Radiological facilities (Table III) were mostly required 
for those aged between 50 and 70, and here it was the 
rheumatic and respiratory tract disorders that were 
responsible for the peak at this age. More males (198) 
than females (131) were referred for x-ray. 

Pathological investigations (Table IV) were most often 
made in those aged between 20 and 50, chiefly because 
of the prevalence of anaemia and throat infections, 
and because of routine tests associated with pregnancy, 
at these age periods. Twice as many females (265) as 
males (125) were sent for pathological examination. 


Where Were the Patients Referred To? 


The selection of the department to which the patient 
is referred must naturally be a matter of personal choice 
by the family doctor. It will depend on the type of 
illness from which the patient is suffering, but also on 
the accessibility of the department and to a large extent 
on a personal knuwledge of the consultant. 
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TaBLe V.—Departments to Which Patients Were Referred 
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° Domiciliary consultations were included in O.P. or I.P. columns ; paediatrics and geriatrics were included in the other columns. 


The departments of the various local hospitals that 
were most often used are shown in Table V. 

Table V shows that medical—including the more 
specialized chest, cardiac, and neurological sections— 
and surgical departments were most often used. The 
next in frequency were the eye department and the 
psychiatric service. No beds are available in this area 
for family doctors to care for their own midwifery 
cases in hospital, and at least 30 deliveries occurred 
in the local maternity hospital, under consultant 
supervision; 45 others were supervised at home. 
Included in the number referred were children and old 
people. There were 26 children referred to “ out- 
patients” or admitted to a number of different 
departments of different hospitals. During the year 
31 patients aged 70 and over were referred to out- 
patient departments or were admitted, but only 5 of 
these were dealt with by the local geriatric unit; the 
remaining 26 were seen at the usual departments of 
general hospitals. 


Conditions Requiring Referral 
Specific Conditions 

Just as it has been erroneously suggesied that the 
family doctor refers a considerable proportion of his 
patients to hospital, so it is generally assumed that all 
serious illnesses, such as coronary occlusions, peptic 
ulcers, epilepsy, pneumonias, and others, are auto- 
matically sent on to hospital. An attempt was made 
to examine how many of these more serious and major 
illnesses were in fact referred to a consultant during 
the year and how many were managed by the family 
doctor at home. 

The four most common conditions requiring referral 
to a consultant in 1957 were acute disk lesions, 
haemorrhoids, the “ acute abdomen,” and hernias. This 
is very different from the usual impression that it is the 
more serious and dramatic illnesses that go to hospital. 
In fact, new growths, pneumonias, and cardiac 
conditions were a good way behind in rates of referral. 
The most frequent requests for x-rays were for 
examinations of the chest, gastro-intestinal tract, back, 
and other joints and bones in that order. Pathological 
investigations most often requested were, in order of 
frequency, bacteriological examinations of swabs 
(throat), haematological studies, and examinations of 
urine and sputum. 

What proportion of certain specific illnesses required 
referral to a consultant—that is, what proportion could 
not be managed by the family doctor himself at home ? 
In the following sections these rates are expressed as 
percentages of all those patients seen for the particular 
complaint during the year. 


Rheumatic Conditions 
It will be seen from Table VI that very small 
proportions of the most common rheumatic illnesses 


were in fact referred to a consultant in this practice. 
Almost 90% of cases of “ fibrositis,” disk lesions, 
osteoarthritis, and rheumatoid arthritis were managed 
in general practice with simple methods of treatment, 
with apparently quite satisfactory results, the patient 
being helped to carry on with his daily routine at terms 
with his disabilities—which is, after all, almost as much 
as we can hope for in these conditions. 


Taste VI.—Rheumatic Cases Referred 
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Digestive Disorders 

With regard to digestive disorders (Table VII), some 
comments are necessary. Acute abdominal emergencies 
that did not require admission were cases of renal and 
biliary colic and diverticulitis. Many of the hernias 
occurred in old men who were loath to submit 
themselves to surgery, and these were well controlled 
by suitable trusses. The majority of peptic ulcers were 
well controlled by simple medical measures, and only 
3% of the cases seen during the year were referred for 
surgical treatment. None was referred for medical 
treatment as an in-patient. 











Taste VII. Cases of Digestive Disorders Referred 
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Cardiovascular Diseases 

Of the patients suffering from cardiovascular diseases 
(Table VIII) seven had an acute coronary occlusion. 
Only one of these was admitted to hospital; the other 
6 were treated at home during the acute phase and then 
referred for confirmation of the clinical diagnosis. 
Hypertension is a benign condition in general practice ; 
its natural history suggests that complications are 
infrequent, and it is for the complications that referral 
to a consultant is usually required. This might explain 
why only 2 of the 65 seen were so referred. Had it 
not been for the pathological facilities available one 
would have had to refer many of the 60 patients with 
anaemia to a consultant. As it was, only one patient 


_ TABLE VIII.—Cases of Cardiovascular Disease Referred 
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was so referred for further investigation 


TasLe XII.—Reasons for Referring Patients 
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diseases encountered in general practice ! 
required referral to a consultant. Only 
2 of the 27 cerebrovascular accidents (“ little” and diagnosis when the family doctor is stuck; (2) for 


“ big” strokes) were sent to hospital (Table 1X). I was 
unable to manage alone 2 of the 24 epileptics seen: only 
a minority of epileptics ever require referral. It is also 
very rarely necessary to refer a case of migraine—a 
very common condition—to hospital. The family doctor 
is the best person to care for cases of this psychosomatic 
disability. 


_ TABLE IX.—Referrals for Newvstegionl Disorders 
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Respiratory Disorders 

Of the respiratory diseases (Table X), acute chest 
infections include all pneumonias and acute bronchitis, 
and it is evident that, with modern antibiotics domiciliary 
oxygen, and other aids, less than 3% of those seen 
were admitted or referred as out-patients. The rest 
were treated and investigated at home. Of the chronic 
bronchitis only 2% of those seen during the year 
required a consultant’s opinion, and the proportion of 
consultations for the 63 asthmatics was even smaller, 
As might be expected, all those seen with a new growth 
were treated in hospital. 


TaBLe X.—Referrals for Respiratory Disorders 
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Other Major Groups 

Owing to difficulties in separating and defining the 
specific conditions in these broad diagnostic groups, 
the five important groups are presented as a whole. 
Table XI shows all the individual patients seen during 
the year who were suffering from any skin, eye, E.N.T., 
or urological disorder, or from a psychoneurotic illness. 
It also shows the proportion of patients in each of these 
groups who were referred to a consultant. 


TasLe XI.—Other Major | Groups of Cases Referred 
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Why Did the Family Doctor Refer Patients to 
Hospital ? 
There are three main reasons why patients are 
referred to a hospital consultant: 


(1) to establish a 


complex investigations with techniques that demand 
special skills and apparatus; (3) for treatment that is 
beyond the scope of a family doctor working alone in 
a patient’s home—surgical or medical care requiring 
skilled professional nursing. There are, of course, other 
miscellaneous reasons, such as the need for reassuring 
the patient by means of a second opinion, the need to 
refer so as to obtain permission to order a special 
appliance, and so on. 

With these points in mind it was possible to analyse 
the reasons for referring individual patients to the main 
hospital departments (Table XII). Referrals to the 
smaller departments have been omitted. 

It seems that in this practice, at any rate, the patient 
was not usually referred because the family doctor was 
stuck for a diagnosis, but rather because of the need 
for some special treatment or investigation. It is 
interesting to note that the two groups where the 
diagnosis proved most difficult to the G.P. were in 
medical and ophthalmic conditions; in most of the 
other clinical groups the patients were referred to the 
consultant with the diagnosis already established. 


What Were the Results of Hospital Treatment ? 

An assessment of the long-term results of hospital 
treatment presented a very nice and delicate situation. 
To my knowledge, apart from special follow-up surveys 
by consultants particularly interested in certain well- 
defined diseases, there has never been any attempt to 
assess the results of hospital care as a whole and 
hospital departments in particular. What are the results 
of the many hours spent in providing physiotherapy ? 
What are the results of psychotherapy ? How do the 
asthmatic and eczema cases fare? These are some of 
the very important questions that require answering if 
future planning is to be realistic and progressive. 

An attempt was made to assess the long-term results 
of patients referred to hospital A number of 
difficulties arose. How were results to be assessed ? 
What criteria should be used? The nature of the 
disease obviously had to be taken into account. For 
instance, one cannot expect a “cure” or even very 
much improvement in the degenerative conditions of 
old age, which account for much of the work of the 
physiotherapy departments. The unalterable features 
of personalities and personal circumstances must also 
be appreciated in following up the results of psychiatric 
treatment. 

In spite of these snags it was felt that some attempt 
at an assessment was worth while. Was the patient 
better than before referral to hospital, the same, or 
worse ? In general practice it is extremely easy for the 
family doctor to make such an assessment, for he knows 
his patients well and he can easily judge the situation 
from personal follow-up. This was what was done, 
and the results are seen in Table XIII. 
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Taste XIII.—Results of Hospital Treatment—A Year or More Later 
Clinical Groups 
Grades -— 
Rheum.! Dig. | C.V.S. | C.N.S. | Resp. | Skin. | Neur.’ Eye 
Better 28 | | 4 simul 9o| 2 
Same | 31 5 7 1 I Il 19 15 
Worse | 4 3 s 3 4 6 1 
——__ ——} ——$——— = — —— a = — 
Totals 63 48 | 25 5 10 | 35 | 34 | 42 
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The assessment was carried out at the end of 1958— 
that is, 12-24 months after referral to hospital. The 
results have been arranged in clinical groups in order 
to separate the conditions as much as possible, but at 
the same time not to introduce too many single specific 
entities to cause confusion. 

From the groups selected the overall results were 
satisfactory in just over half of the patients assessed 
(some groups, such as obstetrics, were not included), 
but it is somewhat chastening to note that the state of 
the patients was little different, or even worse, in almost 
the same proportion. The least improvement was seen 
in degenerative conditions such as rheumatic and eye 
disorders, and in those conditions that occur on a basis 
of some susceptible individual characteristic, as in 
neuroses, skin conditions, and the allergic disorders. 


No real conclusions can be drawn from these few 
figures, but they do suggest that there is need to analyse 
much more carefully and in greater detail the results 
of treatment in hospitals, and in particular to long-term 
results of some of the long-established therapies that 
have come to be blind routines in some departments. 


Discussion 

Habits of family doctors vary considerably. Logan 
and Forsyth (1958) found that there were marked 
variations in the admission rates of 16 family doctors 
in the area of Barrow. The average annual rate was 
90 per 1,000 patients in their practice, but the 
individual variations ranged from 41 to 108. National 
rates quoted are between 74 and 82 per 1,000 of the 
population. Logan and Cushion (1958) in their study 
on 170 G.P.s found an admission rate of 43 per 1,000. 
My own rate was 37 and that of Hopkins (1956) in his 
North London practice was 40. All these figures by 
themselves mean little because of the many variable 
factors, but it is of interest to speculate on the reasons 
for the variations, which seem quite appreciable. There 
are five possible factors—the doctor, the area, the 
hospital, the patient, and the illness. Can one relate 
hospital referral rates of any family doctor to his age. 
sex, education, experience, standard of practice, and 
philosophical outlook ? It is possible that living in an 
urban or a rural area makes a difference, as do the 
social climate and customs. The local hospital facilities 
and standards must obviously influence referral rates, 
as must the individual patient’s habits and expectations. 

An attempt to analyse the reasons for referral in this 
one particular practice showed that in only 15% of the 
patients referred was the reason because the G.P. was 
actually stuck for a diagnosis. In the remainder it 


was the need for special treatment or investigation. A 
study on a wider scale would certainly pinpoint some 
diagnostic blind spots, and possibly help in planning 
suitable corrective education. 

Just as it is necessary to study the workings of the 
out-patients 


departments and the wards, so it is 


where direct diagnostic facilities are 
available, the use of the pathological department by 
local family doctors varied sixtyfuld and that of the 
radiological department twelvefold. Again we may ask, 
why the differences? Is there evidence of overuse or 
underuse; and, if so, by what types of general 
practitioner 2? Do general practitioners who have been 
qualified more than 20 years really know how to use 
these departments to the best advantage ? Would it 
not be valuable for the directors of these departments 
to organize periodic postgraduate courses in the best use 
of their departments ? 


Summary and Conclusions 


For the future development and improvement of 
medical services it is essential that planning should be 
on a factual basis of information on the actual needs, 
on the ways in which the various parts are working 
and on some system of evaluating results. Operational 
research of this type is also necessary on the ways in 
which the various branches are working together. 

This paper from a South-east London suburban 
practice sets out some factual information on the ways 
in which the family doctor used his local hospitals over 
a period of one year. In addition to out-patient and 
in-patient services at local and London hospitals, local 
family doctors in the area have full access to diagnostic 
facilities at local hospitals. 

During 1957, the year of the study, 1,035 individual 
patients were referred to a hospital department by the 
family doctors in the practice (in addition some 60 
attended regularly for routine follow-up at the request 
of the hospital). This represents a referral rate of 
18.8% of the practice population. Of these, however, 
only a third (7.5%) required an out-patient consultation 
(3.7%) or admission (3.8%); the other two-thirds were 
referred only for a diagnostic investigation at the x-ray 
(6%) or pathological (7%) departments. The family 
doctor remained in complete charge of the patients in 
the latter two groups. 

Of those patients referred to a consultant the peak 
age-group was from 40 to 70, and there was almost no 
sex differentiation. Of those referred for x-ray 
investigations the peak was at 50-70, and males out- 
numbered females. Of those referred for a pathological 
investigation the peak was at 20-50, and females out- 
numbered males by 2 to I. 

The hospital departments to which patients were most 
often referred were surgical, medical, physiotherapy, 
eye, and psychiatry in that order. 

The family doctor was by no means the “ signpost ” 
that some imply. In fact, he found it necessary to refer 
to a hospital consultant only 10% of all patients seen 
in the year. The proportions of these varied with the 
specific illness. Thus, while it was necessary to refer 
almost all cases of new growths and acute abdominal 
emergencies, only a minority of patients suffering from 
rheumatoid arthritis, peptic ulcer, coronary occlusion, 
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hypertension, anaemia, epilepsy, “ strokes,” migraine, 
pneumonia, asthma, and chronic chest infections and 
psychoneurosis were referred to a consultant. 

Analysis of the reasons why the family doctor found 
it mecessary to refer a patient to hospital showed that 
in 15% it was because he was stuck for a diagnosis or 
treatment, in 9% because special investigations were 
required, in 73% because special treatment was 
necessary, and in 3% for a variety of reasons, such as 
demands by patients, etc. 

Evaluation of the results of hospital treatment a year 
or more after referral showed that in 53% of cases the 
patient was better, in 38% no better, and in 9% worse. 
The least satisfactory results were in patients suffering 
from rheumatic, cardiovascular, skin, E.N.T., or 
psychiatric disorders. 


I wish to thank Dr. G. E. H. Callebaut and Dr. E. M. 
Hume, who worked with me during the time of this 
investigation. 
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HAND SURGERY 
[FROM A SPECIAL CORRESPONDENT] 


The Hand Club and the Second Hand Club held a joint 
meeting at the Royal College of Surgeons on November 
28 under the chairmanship of Mr. NORMAN CAPENER. 
There were a number of overseas visitors including 
Dr. Erik Moberg (Géteborg), Dr. Henrik Soiland 
(Stavanger), Dr. Halfdan Schjelderup (Bergen), Dr. 
Raoul Tubiana (Paris), Dr. Edouard Vander Elst 
(Brussels), Dr. Richard Fry (Ann Arbor, Michigan), 
and Dr. A. J. Selvapandian (Vellore, South India). 


Trigger Thumb in Infants 


Mr. G. R. Fisk (London) spoke on trigger thumb in 
infants. Though uncommon, this condition was easily 
recognizable but often misdiagnosed. He recognized three 
stages—clicking, painful clicking, and jamming of the 
terminal phalanx in flexion. Operation was the only 
effective treatment for those cases which did not resolve 
spontaneously, and the latter was uncommon. A small 
segment of the stenosed sheath should be resected. Trauma 
was not implicated. It would appear that the primary lesion 
was a band in the sheath, and that the tendon thickening 
was secondary. This thickening usually resolved after 
operation and a normal thumb was the invariable result. 
He had found that one or two cases with the thumb fixed 
in extension were not due to stenosis in the tendon sheath, 
and that, even after division of the sheath and traction on 
the flexor longus pollicis tendon, the terminal joint would 
not flex, nor would it flex significantly after capsulectomy of 
the terminal joint. Mr. Fisk also drew attention to the 
slight ulnar deviation of the terminal phalanx which occurs 
in some cases, and showed radiographs of two cases of 
deviated thumb in which there were three phalanges present. 


Sensory Loss 


Dr. Erik MoserG (Géteborg) spoke on the importance 
of intact sensation in the normal use of the hand. He 
stressed that, however perfect might be motor function 
after operative repair, the patient could not use his hand 
normally if sensory function were defective. The fingers 
must be able “to see,” and they could not do so if there 


were a loss of tactile gnosis. The critical test for this was 
two-point discrimination at less than 8-12 mm. distance. 
This thesis was beautifully illustrated by slides and two 
short films showing how patients without such gnosis were 
unable to use their fingers when blindfolded. The implica- 
tion was that skilled workers would find it difficult to do 
any job unless they could see what their fingers were doing. 
Dr. Moberg was sure that not enough attention had been 
paid in the past to this factor in assessing disabilities after 
disease or injury. 

The most important sensory tests were (a) the actual feel 
of the skin to the observer’s touch, (b) the picking up of 
small objects under vision and when blindfolded, (c) the 
two-point discrimination test, and (d) the ninhydrin printing 
test to chart sudomotor activity. He doubted the usual 
division of sensation into groups, and was uncertain if deep 
sensation could ever be present under areas of complete 
sensory loss. He also questioned the validity of the usually 
accepted methods of sensory testing. Applying these ideas, 
he had improved function in injured hands by using only 
skin with intact sensation to cover defects and by other 
procedures such as the transfer of island-skin pedicles to 
restore sensation to “seeing” areas on the fingers. The 
meeting felt generally that this contribution of Dr. Moberg’s 
was absolutely fundamental as a baseline for approaching 
most problems of immediate or delayed reconstruction in 
hand diseases and injuries. 


Trauma and Dupuytren’s Contracture 


Mr. Patrick CLARKSON (London) spoke on the role of 
trauma in Dupuytren’s disease. After observing a large 
series of cases, and communicating with many surgeons 
interested in this problem, he had concluded that trauma 
was seldom an operative factor, though in a few specially 
predisposed patients it might be of some significance. It 
was very important to recognize this for purposes of 
compensation, pension schemes, and the like. 


Nerve Compression in the Arm 


Mr. G. V. OsBorneE (Liverpool) spoke on nerve compres- 
sion, with particular reference to the ulnar nerve at the 
elbow and the median nerve in the carpal tunnel. Both 
were similar in many respects ; in fact it had been suggested 
that the ulnar nerve at the elbow was passing through what 
could be termed the cubital tunnel. He drew a distinction 
between nerve pressure occurring suddenly and that occur- 
ring gradually, and pointed out the different effects 
produced. He reviewed the theories of ischaemic and 
direct damage in acute compression; in compression of 
gradual onset he was impressed by the concept of inter- 
ruption of axoplasm flow. In cases where there might be 
internal scarring, he was convinced that simple decompres- 
sion was not enough and advocated neurolysis. He was 
also working on the assumption that milking of axoplasm 
along the nerve aids recovery and did this at operation, 
using vibration afterwards to assist the same process. He 
described and showed beautiful illustrations of his 
previously published operation of nerve release at the 
elbow. 

King Canute’s Compensation Scheme 


A light-hearted post-prandial diversion was afforded by 
Mr. NorMAN CAPENER, whose literary researches had 
revealed that King Canute had propounded an ingenious 
scheme for compensation following injury. Indeed, that 
king’s assessment of injuries involving loss of fingers and 
thumb was remarkably akin to the percentage assessment 
of the present Ministry of Pensions. In addition, the 
ancient nomenclature, Mr. Capener thought, was much 
more descriptive of each finger’s functional significance. 
Further research had revealed that, prior to Canute, King 
Alfred, and before him Ethelbert, had had _ similar 
compensation schemes. 

Mr. Rosert Rosins (Exeter) reviewed the various 
problems associated with the primary treatment of thumb 


(Continued at foot of next page) 
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With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Cyclizine 

Marketed as the hydrochloride (“marzine™), 50-mg. 
tablets, and the lactate (“ valoid “), in ampoules 50 mg./ml. 
for injection (Rurroughs Wellcome). 

This is both an anticholinergic and antihistamine drug, 
1-benzhydryl-4-methylpiperazine. Its main therapeutic use 
is in the control of nausea and vomiting, and it is a most 
useful addition to our armamentarium of anti-emetic drugs. 
It is perhaps of particular value in the control of nausea and 
vomiting due to morphine and other narcotics, anaesthetic 
agents, and antibiotics, but it is also useful in the nausea and 
vomiting of pregnancy, in motion sickness, and in labyrin- 
thine vertigo. It has a central depressing effect and reduces 
intestinal motility. 

The oral compound is administered in 50-mg. tablets 
three times a day for adults, while half this dose is 
recommended for children. To prevent post-operative 
vomiting it is suggested that an intramuscular injection of 
50 mg. should be given about 30 minutes before the end 
of the operation, and this may be repeated up to three times 
daily if necessary. 

Toxicity.—Cyclizine is of low toxicity but may cause 
drowsiness and mild mental confusion, while dryness of the 
mouth is frequent. No signilicant toxic effects on the liver, 
kidneys, or bone-marrew have so far been recorded. 

Incompatibility—A pharmaceutical incompatibility exists 
between cyclizine and the tetracyclines, penicillin, and solu- 
tions with a pH of 6.8 or higher, so that it should not be 
combined with these drugs in solution for parenteral 
administration. 

N.H.S. Basic Price.—Marzine, 100 50-mg. 
valoid, 5 ampoules of 50 mg./ml. for 4s. 6d. 


tabs., 15s. ; 








(Continued from preceding page) 

Adequate sensitive skin cover was the first 
essential. Stabilization could often be achieved by suitably 
placed Kirschner wires. The criteria for the immediate 
repair of tendon and nerve were also discussed. The whole 
of this excellent paper was clearly illustrated by slides of 
actual cases treated by the speaker. 

Mr. Peter LONDON (Birmingham) spoke of the need for 
simplicity in the treatment of complicated hand injuries. 
Early healing and return to work required expertly planned 
treatment. This usually meant the avoidance of pedicle 
flaps and a rcliance on local flaps, sometimes secured by 
the sacrifice of savable though badly damaged fingers or by 
free grafting. Many of his results had been gratifying, as 
was evident in the excellent illustrations. 


injuries. 


Tendon Grafting in Leprosy 


Finally, Professor Paul Brand's film was shown on the 
treatment of intrinsic paralysis in leprosy. It was fortunate 
that Dr. A. J. SELVAPANDIAN (Vellore, S. India) was present 
to introduce the film and answer questions on many of the 
technical aspects. Professor Brand now used the extensor 
carpi radialis brevis as the motor tendon, and prolonged it 
by means of a four-tailed free graft of either palmaris 
longus or plantaris, the slips of which were passed through 
tunnels bored by a special tendon forceps, and into the 
lumbrical insertions, anterior to the transverse metacarpal 
ligaments and through the interosseous spaces. His ingenious 
method of tendon-graft anastomosis by suture within the 
opened-out motor tendon was illustrated. By drawing the 
graft around the end of the subsequently closed motor tendon 
he left no raw unsatisfied tendon and thus prevented adhesion 
formation. Dr. Selvapandian showed slides of some of the 


tools they had devised to help leprous patients, and he also 
stressed the prime importance of education of the patient 
if improvement was to be permanent. 


Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Bed Rest in Acute Nephritis 


Sirn,—We_ enjoyed reading your leading article 
(Journal, November 7, p. 939) on bed rest in acute 
nephritis. We would like to point out that, in an 
investigation similar to that of McCrory ef al.' but 
containing, in addition to an ambulant group of patients, 
both a prolonged bed-rest group and a sample of normal 
controls, we were unable to come to an emphatic 
conclusion. In our study, 62 children with acute 
nephritis were found to have recovered fully and at the 
same rate, irrespective of management. However, 
although the individual Addis red-cell counts, at least 
two years after the onset of acute nephritis, were below 
the upper limit of our controls, statistically significant 
differences existed between the means of the Addis red- 
cell counts of the two groups of patients and of the 
controls. 

We think that, in a study of this nature, it is necessary 
to compare the means of groups dillerently managed, 
both between themselves and with that of controls, 
rather than using an upper limit of normal as a 
criterion of return to normality. Furthermore, we 
consider that the upper limit of normal chosen by 
McCrory and his co-workers, and apparently not based 
on a concurrent study of controls, is higher than many 
would accept.*"’—We are, etc., 


P. R. Evans. 
M. C. JOSEPH. 


Guy's Hospital, 
London, S.E.1 


R. C. Mac KEITH. 
P. E. POLANI. 
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New Epidemic of Gonorrhoea 


Sir,—In your leading article on this subject (Journal, 
October 10, p. 685) two factors are put forward to 
account for the marked increase in the incidence of 
gonorrhoea since 1954. (1) Movement of peoples into 
Great Britain from the dependencies and colonies. 
(2) Penicillin resistance. Any action to reverse this trend 
must depend on the relative importance of these two 
factors, and a short discussion may be of value. 


Movement of Peoples 

This is undoubtedly an important factor, and its effects 
are more than may appear at first sight. The high incidence 
of gonorrhoca amongst immigrants (which must be apparent 
from regional figures) is primarily due to the fact that they 
live in “closed” communities under bad social conditions. 
These communities are not, however, completely “ closed.” 
since association with prostitutes and others away from 
their usual habitat must lead to an increase of gonorrhoea 
among the indigenous population. It should be added 
furthermore that syphilis and lymphogranuloma venereum 
will in time also show a similar increase in the population 
generally if some steps are not taken to limit further spread. 
Various suggestions come to mind how this problem might 
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best be solved, but I feel that much good would result 
from educational lectures arranged between local authorities 
and those social bodies who have taken on the task of 
settling immigrants in these islands. 


Penicillin Resistance 

During the past few years papers have been appearing 
from time to time reporting failure of penicillin in 
gonorrhoea, and supportive evidence of increased in vitro 
resistance has been added in some instances. Personally, | 
have never seen such a case in my clinic, where one injection 
of 300.000 units of penicillin is the routine treatment in 
cases of anterior infections (a further injection of the same 
amount is, however, always given the next day if posterior 
spread has occurred as revealed by the simple two-glass 
test). The course of the disease in the great majority of 
cases with this routine follows a definite pattern. Discharge 
disappears in 24-48 hours and crystal-clear urine is obtained 
in both glasses in four to five days. In a very small 
percentage a slight mucoid discharge may persist, but all 
efforts to demonstrate the gonococcus by smear or culture 
are fruitless and further penicillin fails to have any effect. 
Investigation of these cases reveals some other pathological 
cause distinct from that of gonorrhoea, such as non-specific 
urethritis, Trichomonas vaginalis infection, etc. 

This description of the course following penicillin therapy 
is of the greatest importance, since all cases of “ relapse ” 
returning to my department following such a course have 
proved to be reinfections, and many such cases returned 
even within a week to ten days of their initial injection. In 
view of this experience over many years, I have, since the 
papers on resistance appeared, reviewed the whole field 
of therapy in gonorrhoea from the introduction of the 
sulphonamides, and some facts emerge which, to me, are 
of some significance, 

Sulphonamide resistance appeared early, and, looking 
back, many of us will remember that response to these 
drugs, whether given by the English or the German method, 
was in no way comparable to that following penicillin 
injection. The progress of the disease following sulphon- 
amides was relatively slow, the discharge though lessening 
often persisted to the end of the treatment, whilst the urine 
took much longer to clear. Again response varied from 
patient to patient, some clearing much more rapidly than 
others; and, had we been but wiser, these clinical facts 
might have warned us of the later development of resistance. 


The dramatic response to penicillin injection, and the 
fact that it is now some 15 years since it was first 
introduced, make the appearance of resistance 
perplexing, but in view of the fact that very experienced 
observers have recorded such cases I have wondered, in 
spite of my personal experience, if the clue to the 
problem may not lie in the vogue for oral penicillin 
therapy which occurred some years ago. My experience 
with the oral method, which I quickly discarded, showed 
that response to treatment was variable, some cases 
clearing rapidly, others in spite of adequate dosage 
showing the gonococcus in smears as late as the fourth 
day in the very slight remaining discharge. That 
variation in individual absorption accounted for these 
results appeared to be proved, since one injection of the 
routine 300,000-unit dose cleared the condition in the 
usual dramatic fashion. Is resistance, therefore, the 
result of presenting sublethal doses of the drug (owing 
to malabsorption), thereby “training” the gonococcus 
to resist higher concentrations ? In this connexion it 
is also necessary to mention and condemn the pernicious 
habit of taking penicillin tablets prophylactically before 
exposure. 

Finally, may I plead that as we are soon to be 
presented with newer and better oral penicillins that 
these are tested rigorously under strict clinical 
conditions, their efficacy being assessed on their ability 


to duplicate the results outlined above after penicillin 
by injection, since laboratory assay can never take the 
place of the conditions found in the clinical field ?— 
I am, etc., 
V.D. Department, 
King's College Hospital, 
London, S.E.5. 


F. L. LYDon. 


Sir,—In your leading article on a new epidemic of 
gonorrhoea (Journal, October 10, p. 685) reference was 
made to the increasing number of patients failing to 
respond to standard penicillin therapy, and relative 
resistance of the gonococcus to penicillin was cited as a 
possible cause. Our experience in Singapore during 
recent years may be of sufficient interest to publish. 


In 1956 100 soldiers suffering from gonorrhoea were 
treated with one injection of 300,000 units of procaine 
penicillin (PAM). There was a relapse rate of 9%. In 
1957 a second series of 100 soldiers was treated with 
600.000 units of procaine penicillin (PAM). 10% relapsed. 
During the period September, 1957, to July, 1958, 300 
soldiers were treated with a combined method of one 
injection of 400.000 units of fortified procaine penicillin 
(300,000 procaine, 100,000 crystalline penicillin), and 
urethral irrigations. The relapse rate was 5%. 

The urethral discharge of all relapsed patients was 
cultured, and penicillin sensitivity studies were performed. 
The plate method of culture was used, incorporating disks 
of 2.5 units of penicillin. In all cases the gonococcus was 
sensitive. 

In 1956 and 1957 the patients who relapsed were 
successfully re-treated with a repeated single injection of 
procaine penicillin (300,000 or 600.000 units; but in the 
1958 series, however, several of the relapsed patients were 
not cured even after repeated daily injections of procaine 
penicillin. Further bacteriological examination of these 
patients, incorporating in the culture plates disks of 1 and 
0.5 unit of penicillin, showed that, in four patients, the 
strains of gonococcus isolated were resistant to 0.5 units 
of penicillin. These patients were treated and cured by 
injections of crystalline penicillin G, using 600.000 units six- 
hourly for two days. (This dosage was selected in order to 
deal with the rare event of a coexistent syphilitic infection, 
and also because the injection of crystalline penicillin is 
reported to give higher penicillin blood levels.) 

It was concluded that: (1) Strains of gonococci 
relatively resistant to penicillin were emerging. (2) The 
penicillin blood-levels following injection of procaine 
penicillin were not adequate to eradicate these resistant 
strains, but multiple injections of crystalline penicillin 
were satisfactory. (3) As long as it was still possible to 
cure every case of gonorrhoea with penicillin, either 
procaine or crystalline, other antibiotics should not be 
used as a routine. 

Our present method of treatment is to give one 
injection of 400,000 units of fortified procaine penicillin 
on two consecutive days, and any patient relapsing after 
this treatment is immediately re-treated with crystalline 
penicillin as described above—so far with complete 
success.—I am, etc., 


Royal Herbert Hospital, 
Woolwich, London, S.E.18. 


Basi Levy. 


Griseofulvin 

Sir,—It is clearly right when trying to assess the value 
of a new drug that opinions should at first be based on 
reasoned scepticism rather than on careless rapture. 
But a time must slowly come when opinions can be 
based on accumulated evidence. I was therefore a 
little disappointed in your annotation on griseofulvin 
(Journal, November 28, p. 1165), which would have 
been appropriate enough six months ago but which has 
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surely been long overtaken by events. Griseofulvin has 
now been given to patients since September, 1958, and 
the number treated can be counted in hundreds of 
thousands. Your annotation refers to the two clinical 
articles published in the same issue of the Journal 
(pp. 1137 and 1141) and to one early preliminary com- 
munication: to my knowledge more than 30 clinical 
articles have been published, apart from 16 others 
recently read at an _ international symposium on 
griveofulvin. 

From my own experience at King’s College Hospital 
and from my reading of these papers, it seems to me that 


griseofulvin is the right treatment for all fungus 
infections of the scalp, including those due to 
Trichophyton violaceum, T. tonsurans, and_ T. 


schoenleini. If infection is to be removed quickly and 
reinfection prevented, shaving of the affected areas, the 
use of local antifungals, shampooing, and destruction 
of infected belongings are all needed. Most cases can 
thus be cured in four to six weeks. The days and 
dangers of x-ray epilation are surely over. 

Although a better and cheaper dosage scheme will 
probably be found it is clear that fungus infections of 
finger-nails can mostly be cured by griseofulvin, 1 g. 
daily taken up to the time of cure. The response of 
infected toe-nails is less happy by far. Dr. Victor 
Newcomer's work in Los Angeles suggests that avulsion 
of infected nails combined with the giving of 
griseofulvin will lead to more certain and more rapid 
cure, 

The other regular indications for using this drug seem 
to me to be 7. rubrum infections wherever they occur, 
favus, and Tokelau ringworm. Curiously, the drug 
seems to me to have no effect at ail on fungus infections 
between the toes when given as | g. a day, even for 
many months. 

No serious reactions to the drug have as yet been 
reported. More encouragingly, it was reported at the 
recent symposium that not only does griseofulvin 
enhance the effects of alcohol but sperm counts, if 
anything, seemed to improve in 22 patients taking the 
drug.—I am, eic., 

London, W.1. 

*.” The absence of an extended list of references does 
not mean that our annotation was written in ignorance 
of the recent literature on griseofulvin. Our annotator 
wrote: “ Successful treatment in man has been reported 
from many parts of the world without serious toxic 
effects. Nevertheless, the drug is a potential mitotic 
poison. .. ."—Eb., B.M_J. 


Davip I. WILLIAMs. 


Chromosomes of Man 


Sir,—Your leading article (Journal, November 21, 
p. 1074) is a clear summary of the present knowledge 
of the chromosomal anomalies of man. May we be 
allowed the following comments prompted by our 
anxiety to dispel the idea that only the father may be at 
fault in Turner’s syndrome and only the mother in 
Klinefelter’s syndrome. 

There are good theoretical reasons for thinking that 
both paternal and maternal non-disjunction can be 
responsible for either Turner’s syndrome or Klinefelter’s 
syndrome. The proof, through colour-vision studies, that 
this is so is not completely at hand because some of the 
informative matings are infrequent and some of the 
relevant information has not been sought as yet, as one 
of us (P.E.P.) stated at the King’s College Hospital 
Symposium (see Journal, November 21, p. 1089). 
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As was pointed out there, carrier mothers have been 
shown to transmit the only X chromosome to their 
colour-blind XO daughters, suggesting paternal non- 
disjunction. However, a _ colour-blind father has 
transmitted his X chromosome to his colour-blind, 
chromatin-negative daughter with Turner’s syndrome, 
presumably XO.' This suggests maternal non-disjunc- 
tion. It is significant that the types of matings, in 
respect to colour vision, that have pointed to maternal 
and paternal non-disjunction in Turner’s syndrome are 
relatively frequent (about one in every five or six). 
Further proof for maternal non-disjunction in Turner's 
syndrome could be an XO woman with normal colour 
vision with a colour-blind mother and a normal father, 
the offspring of a rare mating (about 1 in 200). 
Incidentally such a mating, if resulting in a colour- 
blind XO daughter. would give evidence for paternal 
non-disjunction. 

In the case of Klinefelter’s syndrome admittedly 
evidence was at hand only for maternal non-disjunction. 
The proof of paternal non-disjunction would be, as 
stated by one of us, the chromatin-positive XXY male 
with normal colour vision, born from a colour-blind 
mother and a normal father—again the rare mating 
mentioned above. 

To our knowledge a full investigation of the colour 
vision of parents of colour-blind and colour-competent 
chromatin-positive man with Klinefelter’s syndrome and 
chromatin-negative woman with Turner’s syndrome has 
not yet been done.--We are, etc., 

PauL E. POLANI. 
Guy’s Hospital, J. H. Bricos. 


London, S.E.1. 
REFERENCE 
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Sir,—May I be permitted to comment on the leading 
article entitled ““Chromosomes of Man” (Journal, 
November 21, p. 1074)? It is stated, “ Professor 
Nowakowski and Drs. J. S. S. Stewart and P. E. Polani 
described at the K.C.H. symposium colour vision 
studies in Turner’s and Klinefelter’s syndromes. These 
suggested that in the former it is the father who is at 
fault, transmitting O rather than X or Y; in the latter 
the chromosomal abnormality is in the mother, who 
hands on XX instead of a single X.” There is a very 
similar statement in the report of the King’s College 
Hospital symposium on page 1089 of the same issue. 

Both statements imply findings of general applicability. 
In fact two genetic situations were presented that gave 
evidence of the formation and functional competence 
of ova with two X chromosomes and of sperm bearing 
no sex chromosome at all. But such evidence cannot 
exclude the possibility that the complementary non- 
disjunctional types, ova with no sex chromosomes and 
sperm bearing both X and Y, are also formed from 
time to time and take part in fertilization. This is 
indeed very likely on general cytogenetic grounds. We 
may therefore expect that some Klinefelter patients arise 
from the union of an X ovum and an XY sperm, and 
likewise that some Turner patients are the product of 
an O ovum fertilized by an X sperm. These points 
were, in essence, made by Dr. Polani at the symposium. 
The critical cases to look for now are the non-colour- 
blind Klinefelter son of colour-blind mother and non- 
colour-blind father, and the non-colour-blind Turner 
daughter also of colour-blind mother and non-colour- 
blind father. Such cases would provide the required 
demonstration that XY sperm and O eggs were capable 








133] 





Dec. 12, 1959 


of taking part in fertilization, as long as the very 
unlikely possibility of coincident back mutation of the 
colour-blindness gene is ignored. 

Extensive colour-blindness studies of the parents and 
sibs of Klinefelter and Turner patients should make it 
possible to estimate the frequency of occurrence of 
functional XX and O ova, and of XY and O sperm. 
There are six possible types of mating (colour-blind or 
non-colour-blind father with colour-blind, carrier, or 
non-colour-blind mother). When the propositus is a 
case of Turner’s syndrome, four of these, representing 
about 20% of all matings, would contribute information 
to the estimates of the frequencies of O ova and O 
sperm. Formally, the corresponding estimates of 
frequency of XX ova and XY sperm could be derived 
from data on Klinefelter families. Unfortunately only 
one type of mating (colour-blind-mother and non- 
colour-blind father) would provide unambiguous 
information, and this mating is one of the least frequent 
(about 0.4%). Nevertheless even a very few families 
of this type would be most valuable.—I am, etc., 


M.R C. Radiobiological Research Unit, 
Harwell. 


C. E. Forp. 


German Medicine Abroad 


Sir,—I have been interested in the correspondence 
that has followed Professor W. C. W. Nixon's letter 
(Journal, October 10, p. 693), since I am one of the few 
Turkish specialists who has come to study in London at 
the Institute of Obstetrics and Gynaecology. I was one 
of Professor Nixon's students at Istanbul University 
during the last war, and I can confirm all that he has 
written about the decline of British influence in the 
Middle East, particularly in medicine. 

I have studied in Paris as a postgraduate, and agree 
with Dr. A. P. Cawadias (Journal, November 7, p. 955) 
about the ease with which one can be accommodated 
and take an active part in hospital practice. A large 
number of Turkish doctors are also studying in U.S.A. 
and Germany, since they are readily accepted in those 
countries and sometimes find salaried appointments. A 
postgraduate going abroad makes a considerable sacri- 
fice financially and is separated from his family. It is 
not enough for him to attend ward rounds, lectures, and 
operating sessions. He wants to be more closely 
associated with teachers in the practice of their 
specialty. 

Mr. V. B. Green-Armytage’s suggestion (Journal, 
October 31, p. 886) that there should be a few posts 
specially reserved for foreign postgraduates is one that 
appeals to me. If other countries can adopt this scheme, 
why not Britain? There are still those who have a 
great admiration for British medicine and are prepared 
to make sacrifices to come to this country, but we are 
fast becoming a minority, since other countries are more 
hospitable to foreign postgraduates and give them better 
facilities for clinical practice.—I am, etc., 


London, W.6. M. S. GIRITLIOGLU. 


Cross-infection in Hospital 


Sir,—I have noticed with interest the amount of 
publicity recently accorded to this important question. 
It is a professional—medical and nursing—problem as 
well as a financial and architectural one. A solution 
will not be found in making derogatory remarks about 
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out-of-date hospital buildings, thereby implying that 
such buildings are a major cause of outbreaks of 
infection. That is a facile but quite erroneous assump- 
tion. The first line of defence (or should it be attack ?) 
is the recognition of the importance of, and necessity 
for, a very high standard of personal and environmental 
hygiene. 


Hospitals are buildings where a number of sick people 
are congregated in one or more large rooms. The purpose 
of this is to provide medical and nursing care and attention 
which cannot be provided elsewhere. Some of these sick 
people, by reason of ill-health, have a lowered resistance to 
invasion by pathogenic organisms—i.e., to infection. Each 
or any one of them may be harbouring germs capable of 
infecting other patients in the same large room (ward). Thus 
the scene is set, and the danger of an outbreak of infection 
is ever present. To minimize, and if possible eradicate, this 
danger demands an unceasing vigilance by the medical and 
nursing staff. They are the people who are in closest contact 
with the sources of infection. They, and they alone, carry 
the immediate responsibility for the welfare and progress of 
the patients. 

A very high standard of personal hygiene and aseptic ward 
technique must be maintained at all times. The cleanliness 
of the patient and his environment should be above 
reproach and should be the object of unremitting care 
and attention. This may not be easy in some hospital 
buildings, but no excuse should be offered or accepted. Old 
walls can be kept clean as well as modern walls, although 
with a greater expenditure of time and effort. Old floors 
can be kept clean as well as new floors. Without a doubt 
new hospitals will be planned to facilitate these measures, 
but even they will not clean themselves. 

The efficiency of a hospital rests upon the high ideals 
and standard of service of the medical and nursing staff. 
Hospital hygiene must occupy an important place in 
these ideals and attainments. It is incumbent upon 
doctors and nurses to accept responsibility for, and 
insist on, a standard of ward cleanliness second only to 
that of the operating theatre. This standard will not be 
reached and maintained if responsibility for all, or any 
part of it, is relegafed to the sphere of “ Domestic 
Duties.”—I am, etc., 


Alder Rey Children’s Hospital, 
Liverpool, 12. 


W. E. Crossie. 


Imipramine in Depression 


Sir,—The trial of imipramine, reported by Drs. 
J. R. B. Ball and L. G. Kiloh in the Journal of 
November 21 (p. 1052), showed that the drug was 
effective in the treatment of endogenous and reactive 
depression. It was used in a standard dose. From my 
own experience with the drug, I belicve that the results 
achieved with imipramine would have been better if the 
trial had been modified in two ways: 


(1) Instead of giving a standard dose to all patients, it 
would have been better (as it is done in the case of the 
tranquillizers) to assess the optimum dose which is needed 
to control the depression for each patient. Then the 
maintenance dose should have been found, to be given until 
all signs of the depression have passed. The former dose 
is up to 12 tablets (25 mg. each) per day, the latter down 
to two. 

(2) In addition to the drug, psychotherapy is necessary if 
the patient suffers from a severe conflict. This has to be 
faced and, if possible, resolved or at least reduced to make 
it tolerable. In my experience, conflicts can play a part 
in endogenous depressions by precipitating attacks of the 
illness. In reactive depressions, the event to which the 


patient reacts with a depression has this effect because it 
sets up a conflict. 


The depression arises from the patient’s 
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inability to bear the conflict. The drug aids the efforts 
of the psychotherapist: successful psychotherapy makes it 
possible for the drug to act. For example, a woman with 
a history of manic-depressive illness was relieved of her 
depression by imipramine only after she had become 
reconciled to her son's engagement. 


The introduction of more than one variable may not 
appear to be the correct scientific procedure. Results 
achieved by the “pure” method can, however, be 
misleading. Psychotherapy could have -been added 
without affecting the evaluation if given to the patients in 
the drug and the control group alike. Individualization 
of the drug and of placebo could also have been carried 
out. The trial of imipramine has shown that it is 
effective in cases of depression, but in my opinion it has 
not shown how effective it can be.—I am, etc., 


London, W.1 E. K. LEDERMANN. 


Barbiturate Deaths 


Sir,—In the Journal of November 21 (pp. 1096 and 
1097) you published two letters relating to your annota- 
tion on barbiturate deaths (October 17, p. 751). As far 
as I am aware, there is no serious controlled study in 
man of the use of bemegride in barbiturate poisoning 
which even suggests that this convulsant has any 
appreciable effect on either the duration or the depth 
of barbiturate coma. The only published work of any 
possible value in this respect' suggested that bemegride 
could act as a respiratory stimulant and might prevent 
death in those cases where death was likely from 
respiratory failure. Again here, this was not a 
controlled study, and barbiturate poisoning is notorious 
in that it is not a particularly lethal variety of poisoning. 
Barbiturate poisoning is important because of its 
frequency and not because it is highly lethal. What 
little serious work has been published on this subject 
has had the bemegride given by injection. I do not 
know of any work in man which even suggests that these 
substances given by mouth show any activity 
whatsoever. 

The single case quoted by Dr. D. T. Heffernan 
(p. 1097) elicits an obvious comment. I would say that, 
if the combination of barbiturate and convulsant has as 
little effect as he suggests, there would appear to be no 
apparent point in using it, unless of course the barbi- 
turate has some other value unrelated to its sedative or 
hypnotic action. It would seem to be quite apparent 
here that the patient in view of his emotional 
disturbance was quite unreliable and did not in fact take 
any tablets whatsoever. In the Poisoning Unit under 
my care we see a considerable number of cases of 
barbiturate poisoning each year, and we admit from 
time to time patients stuporous or in coma who have 
ingested varying amounts of these combined prepara- 
tions. About a week ago a patient was admitted in 
light coma having ingested some dozen or so of the 
combined tablets. 

After a prolonged trial over 15 months of bemegride 
and amiphenazole in the treatment of barbiturate 
poisoning we have abandoned them _ entirely. 
Amiphenazole would appear to be inert and the com- 
bination at best useless, although on occasions one has 
the impression that bemegride may even be disadvan- 
tageous. We have been quite unable to satisfy ourselves 
that any substance administered to these patients acts 
as an awakening agent. As a respiratory stimulant 
bemegride has repeatedly failed in the deeply comatose 


patient with high blood barbiturate levels. In fact as a 
respiratory stimulant it would appear to be much l!ess 
effective than the convulsant vanillic acid diethylamide. 
—I am, etc., 


Oldchurch Hospital, 
Romford, Essex. 


S. LOCKET. 


REFERENCE 
* Clemmesen, C., Lancet, 1956, 2, 966. 


Domestic Chlorine Poisoning 

Sir,—I wish to report a case of domestic chlorine 
poisoning. 

A widow of 61, a perfume packer, of good health and 
with no previous medical history of significance, was seen 
at 3 p.m. on August 17, 1959. At 11 a.m. that morning she 
had decided to remove a brown stain from her lavatory pan 
—and, not being satisfied with any single chemical, decided 
to mix two together. She therefore added “sanilav” 
(sodium bisulphate) to “domestos” (sodium hypochlorite 
solution) and used the mixture to clean her pan. She 
noticed that a greenish gas was evolved, which was chlorine, 
but she persisted although the atmosphere was somewhat 
noxious in the confined space (the window and door 
remaining closed). She immediately began to cough and 
expectorate a great deal of mucoid sputum, and because 
of increasing cough and dyspnoea was brought to the 
surgery. 

On examination she was an obese woman, cyanosed, with 
a normal temperature. She was dyspnoeic at rest—with a 
respiration rate of 50 per minute. Her pulse was 120 per 
minute and bounding, and her neck veins were engorged 
in inspiration. The cardiovascular system was normal 
apart from a blood pressure of 210/110 mm. Hg. Her 
respiratory movements were equal, and there were coarse 
inspiratory ahd expiratory rhonchi over both lung fields. 
All other systems were normal. A diagnosis of chlorine 
poisoning was made and she was sent to Whipps Cross 
Hospital, where she was admitted under the care of Dr. 
Eric Smith. 

Her progress during a week in hospital was rapid, the 
productive cough and lung signs clearing on symptomatic 
treatment without antibiotics. A chest radiograph showed 
only slight general increase in lung markings. When seen 
again on discharge from hospital on August 24 she appeared 
her normal self and has remained well since. 


This fairly severe case of chlorine gas poisoning 
resulted from the accidental mixture of two common 
domestic cleaning agénts in a confined space. The 
public should be made more aware of the potential 
danger from these powerful cleaners in combination.— 
I am, etc., 


London, E.17. A. E. BLOOMFIELD. 


Barnet Ventilator 


Sir,—Dr. W. Howlett Kelleher (Journal, November 
21, p. 1094) writes of certain claims through the national 
press that the Barnet ventilator outmodes and makes 
obsolete the so-called “iron lung.” May we, as the 
official distributors of this apparatus, be allowed to state 
the true facts in this matter ? 

Whilst pre-production models of the Barnet ventilator 
were shown and demonstrated from April, 1959, 
onwards to more than 200 experts in hospitals through- 
out the country, a production model was shown and 
discussed at an international press conference on 
November 5, upon completion of many years’ work, 
considerable development expenditure, and clinical use 
in over 3,000 cases of major surgery and respiratory 
insufficiency. The Barnet ventilator is considered—by 
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those who have used it—to be superior in technical as 
well as clinical performance and control to any other 
ventilator of this kind, British or foreign. These, in 
essence, were the claims made at the press conference 
(Journal, November 21, p. 1077). 


General press publicity often tends to put new develop- 
ments out of focus by concentrating upon one feature and 
ignoring others; similarly, the reactions of individual 
newspaper reporters to information given to them is— 
fortunately—not within the control of even those who pay 
for expensive advertisements. Dr. Kelleher will no doubt 
agree that intermittent positive-pressure respiration has 
replaced artificial ventilation by a cabinet respirator in 
cases of respiratory paralysis accompanied by paralysis of 
swallowing, and in the transportation of patients with this 
condition or other forms of respiratory insufficiency or 
embarrassment; the Barnet ventilator not only allows 
“controlled respiration” but also patient-triggered 
“assisted ventilation,” which facility no cabinet respirator 
can provide. While great care was taken and categorical 
statements made to avoid misrepresentation, is it surprising 
that some—though not all—newspaper reporters took 
certain liberties in the way in which they presented this 
somewhat specialized fact ? 

The pictures released to the press show a pre-war Both 
cabinet respirator modified in accordance with the Ministry 
of Health recommendations applicable, and we are advised 
that’ in most general hospitals the “iron lung” available is 
of the type shown. Modern cabinet respirators have 
undoubtedly great value particularly in special treatment 
centres, but they cost some £900 (one model even £1,500) 
and require skilled personnel. 


We believe that the versatile Barnet ventilator 
provides all the desired facilities for replacing cabinet 
respirators in general hospitals which pass on to special 
centres those patients whom they cannot adequately 
treat. It is also worth mentioning that it will probably 
be better maintained and the nursing and medical staff 
will be more familiar with it than with a cabinet 
respirator, which, in a general hospital, is norma'ly used 
only very occasionally, perhaps once a year; whereas 
the Barnet ventilator will probably be in daily use 
throughout the year.—I am, etc., 


Buckingham. 





M. GARBE, 
Director, 
Clinical Information Department, 
Garthur (London) Ltd. 


Inoculation Clinics 


Sir,—In your issue of November 21 (p. 1095) Drs. 
C. G. Windsor and R. M. Emrys-Roberts think “ that 
the simple technique of subcutaneous injecting by 
doctors is a waste of their valuable time.” In these days 
of multiple prophylactics, some of which contain 
undesirable proteins—and at present must do so—your 
correspondents suggest a most dangerous procedure. 

No one has greater respect for members of the Red 
Cross and St. John organizations than myself (I served 
the latter for a number of years), but is it seriously 
suggested that such workers could be trained to go into 
the matter of personal and family history of allergy 
and other contraindications to pertussis or poliomyelitis 
immunization ? Having perhaps obtained such a 
history, how are they to assess the merits of a given 
case ? Presumably they could also be instructed in the 
noble art of administration of adrenaline to an infant 
who had a severe allergic attack. If they gave too much, 
or too little, I am quite sure that the coroner would 


understand ! 


The less one knows about the various prophylactic 
procedures, the easier they seem to perform. Only when 
one has done this work for many years does one realize 
that quite a lot of intelligence, and sometimes specialized 
knowledge, are required in the performance of these 
simple procedures. Even a doctor who does this work 
requires training. In any case, not one M.O.H. of 
county status would, for one moment, contemplate 
adopting the suggestions of your correspondents. The 
legal implications are far too grave from every angle, 
including the simple matter of asepsis. The back of the 
operator must be broad enough to carry the load.—I 
am, etc., 

Guy BOUSFIELD. 


Broadbridge Heath, 
Sussex. 


Temporary Paralysis after Polio Vaccine 


Sir,—I was very interested in Dr. M. S. Sabour’s 
letter (Journal, November 14, p. 1021) describing 
temporary paralysis of lower motor neurone type of 
the right upper limb following poliomyelitis vaccination. 
The clinical features described, and the fact that 
recovery was relatively rapid, are very suggestive of 
allergic radiculitis—a rare form of serum reaction 
always involving the brachial plexus. 

In the Health Department at Liverpool satisfactory 
results have been obtained in minimizing untoward 
reactions to poliomyelitis vaccination in subjects with a 
known history of allergy, by simultaneous administra- 
tion of antihistamines.—I am, etc., 


Health Department. 
Liverpool, 3 


A. GRIFFITH. 


Sudden Death in Childhood 


Sir,—Dr. John L. Emery in his paper in the Journal 
of November 7 (p. 925) on the epidemiology of sudden 
unexpected or rapid deaths in children, made no mention 
of what is probably the commonest cause of such deaths 
—namely, aspiration of vomit into the lungs. Marie? 
in 1947 coined the term “milk embolism” for this 
condition in infants, and many further examples have 
since been published.? Unfortunately, these cases 
usually remain undiagnosed at necropsy, because, as 
Derobert and Hadengue® pointed out, the main airways 
are usually clear of foreign matter. They pointed out 
that the diagnosis only becomes clear if the small 
bronchi are opened up and their contents carefully 
studied and stained for fat. 

Many cases of sudden death in infancy have been 
published (e.g., by Werne and Garrow‘ ; Bowden and 
French’), and the majority have been attributed to 
unexplained “fulminating respiratory infections.” 
Necropsies in these cases have shown a very high 
incidence of minor infections most commonly in the 
upper respiratory tract ; such infections are well known 
to predispose to vomiting, and it seems to me that both 
the seasonal incidence and the morbid anatomical 
appearances of “fulminating infection” can be 
explained on the basis of aspiration of gastric contents 
followed by vital cellular reaction in the lungs after 
death.—I am, etc., 


Torquay, Devon. A. M. N. GARDNER. 
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“ H3 ” 


Sir,—We have read with interest your leading article 
on “H3™ QVournal, November 28, p. 1163) and also 
your special correspondent’s report about procaine 
therapy in old age (p. 1175). It is evident from your 
leader that you were insufficiently conversant with H3 
and its uses. Firstly, the composition of H3 is not 
simply procaine as you suggest, and one 5 c.c. ampoule 
of H3 contains the following: 2% novocain hydro- 
chloride, 5 mg. vitamin B,, 2 mg. vitamin B,, 2.5 mg. 
vitamin B,, 20 mg. niacinamide, 3 mg. sodium panto- 
thenate, 10 mg. inositol, 450 mg. vitamin C, and 20 mg. 
para-aminobenzoic acid. 

This substance also goes under the name of 
“ gerioptil,” and since the last two months we have been 
interested in this new drug. We have been impressed 
with the effects of this drug in intractable cases of 
rheumatoid arthritis and in Parkinsonism. We have 
so far had impressive results in two cases of grossly 
deformed rheumatoid arthritis which were shown in the 
annual clinical meeting at this hospital. As regards 
cases with Parkinsonism, one was absolutely rigid all 
over, and as a last resort we prescribed this drug. He 
remarkably improved after four injections, and now 
after a course of 12 injections his rigidity has almost 
gone. There was also a patient with marked tremor 
who incidentally failed to improve with surgical treat- 
ment and had improved considerably on this substance. 

We feel distressed to see the big paragraph of yours 
about side-effects. You have only mentioned the side- 
effects of procaine, but up till now we have not 
encountered any side-effects on H3, which must be 
understood is not simply procaine. We are treating 
some more cases of Parkinsonism and rheumatoid 
arthritis with this substance and it will be reported when 
we have completed the trial—We are, etc., 


R. O. GILLHESPY. 
Dudley Road Hospital, A. K. CHATTERJEE. 
Birmingham, 18. 

*." This letter is referred to in an annotation at p. 1317. 
Ep., B.M.J. 


Dorsoventral Lipectomy 

Sir,—The increasing use of surgery as an aid to 
treatment in intractable cases of obesity has led me to 
combine two operations under one anaesthetic, and to 
offer here a name which I hope may be accepted for the 
combined procedure: “ Dorsoventral Lipectomy.” 

A recent attempt at clarification of the indications for 
surgery in obesity’ said that they included: (1) Reduc- 
tion of heavy pendulous breasts (by the free graft 
method). (2) Reduction of the abdominal apron 
(alternative term: “apronectomy”). (3) Eventration of 
the “lost penis.” (4) Reduction of inner thighs when 
they abraded each other. (5) Lipodystrophies. I think, 
in general, it can be said that surgery can be considered 
for any local collection of fat which resists radical and 
prolonged medical treatment. Heavy lumbar pads of fat 
cause not only excess weight but particular difficulties 
with dress. They are often associated with very bulky 
pendulous abdomens, which are not relieved by general 
loss of weight. The object of surgery is less to reduce 
weight than to remove mechanical obstruction to 
exercise. 

The incisions which I use in the operation for these 
patients completely encircle the body. At the back a 


horizontal section of skin and fat measuring about 


9 in. (23 cm.) vertically and anything up to 4 to 6 in. 
(10-15 cm.) in depth of fat is taken first. This part of 
the wound is closed, and the patient is then turned on to 
her back ; from each flank these horizontal incisions are 
carried forward to meet in the midline. The amount of 
skin and fat removed anteriorly is often 12 to 18 in. 
(30-45 cm.) in vertical extent. The weight removed is 
commonly about 14 Ib. (6.35 kg.), but I have removed 
23 Ib. (10.4 kg.) in one circular block. The umbilicus 
is of course preserved. The essential of this operation is 
that there be a team of four to six surgeons and sisters. 
Under these conditions the operation need take only 
about one and a half hours, and full care be given to 
haemostasis. 

The traditional terms, reduction of the abdomen, or 
“ apronectomy,” do not describe this combined dorsal 
and ventral circular excision. I therefore submit that 
such operations might be listed as “ Dorsoventral 
Lipectomies.”—I am, etc., 


London, W.1. PATRICK CLARKSON. 
REFERENCE 
* Clarkson, Patrick, and Greene, Raymond, Proc. roy. Soc. Med., 
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Examination of the Breast 


Sir,—I feel apologetic in asking you to give space to 
such a commonplace subject as the examination of the 
breast. My purpose is to describe a method which may 
well be known to some of your readers ; for my part, 
I first learned of it a few years ago while attached to the 
Presbyterian Hospital, New York, and have since used 
it in routine examination. 

The patient is stripped to the waist and sits up with 
shoulders squared, preferably with the legs over the bed 
or couch. This permits of a preliminary inspection. If 
the suspected breast has little to show in the way of 
abnormal signs, the patient is asked to raise both arms 
above her head. This posture brings out any swelling, 
nipple deformity, or retraction of the skin which may 
exist. These can be emphasized still more by asking the 
patient to bend forward with the arms held in the 
diving position, and, as she does so, the clinician supports 
her hands, thereby allowing him to view the breasts 
from above as they hang from the body. 

When it comes to palpation, the patient lies back on 
her bed as opposed to the commoner custom of having 
her in the sitting position. The main disadvantage of 
the latter is seen in cases with pendulous and obese 
breasts and where there is a need to elevate or bunch 
up the breast before the flat of the hand can be applied. 
I now prefer to have the patient lying down with the 
head on one pillow, and the body slighly turned to one 
side, aided by placing the spare pillow lengthwise behind 
the side to be examined. The purpose of this is to have 
the breast perched on the summit of the thoracic cage. 
This manifestly offers a much better opportunity for 
palpation with one or both hands, and it does not matter 
on which side the examiner stands. 

As members of surgical teams know full well, 
enlarged axillary glands can be elusive at times, and we 
had factual evidence of the disagreement that can arise 
over a given case at one of the demonstrations during 
the last B.M.A. Annual Meeting at Edinburgh. This 
difficulty is most likely to occur when the nodes are 
relatively small and mobile, and is, to my mind. best 
met (1) by adopting the sitting-up position to bring 
gravity into play, and (2) by employing a clawing-like 
action from the apex of the axilla downwards with 
semi-flexed fingers. 
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May I add a word about self-examination ? I would 
first state that I have never had occasion to tell a woman 
how to go about examining herself nor taken part in 
any propaganda scheme of this sort. I am, however, 
prepared to be realistic over the matter; because we 
throw a tremendous responsibility on these patients 
when we expect them to report the presence of a pain- 
less lump. If I were asked to give instruction along 
these lines, I would recommend the lying-down position 
described above and that the breast be examined in 
horizontal strips, very much in the same way as a 
systematically minded golfer would comb the “* rough ” 
in search of a ball. Lastly, what the lay mind often 
fails to understand is that a tumour has four 
dimensions, and that the most important is that of time. 
—TI am, etc., 


Western Infirmary 
Glasgow, W.1. 


HENRY WAPSHAW. 


Tongue-tie 

Sir,—In his letter (Journal, November 7, p. 952) Mr. 
Denis Browne asks if snipping of the uvula is being 
done now as a cure for cough. It certainly was practised 
during the war years by the “Holy Men” in British 
Somaliland, and I presume it is still in force. The 
uvula was caught in a home-made snare and cut off by 
a home-made lancet. The results were excellent, it 
seemed.—I am, etc., 

Lerwick, Shetland Isles. R. MCNEIL CADENHEAD. 

Sir,—Let me assure your readers that I am not, as 
Mr. Eric Coldrey (Journal, November 21, p. 1100) 
suspects, deceiving them ; firstly by foisting upon them 
a “small globular tumour” as a tight fraenum of the 
tongue, and secondly by retouching the photograph, 
presumably ir order to give the appearance of a small 
globular tumour. ; 

As far as the tight fraenum goes, I am afraid it has 
gone ; but, as to the retouching, Mr. Coldrey is welcome 
to inspect the negative at the Photographic Department 
of the Hospital for Sick Children, Great Ormond Street. 
If he should do this, I think an announcement of the 
result would be in order. 

I have a rather higher opinion of the intelligence of 
my colleagues than Mr. Coldrey. It seems to me that my 
description of tongue-tie as a rare deformity is no more 
likely to set off a mass attack on infants’ tongues than 
my similar remark about phimosis is to litter operating- 
rooms with discarded foreskins.—I am, etc., 


London, W.1. DENIS BROWNE. 


Giant Salivary Calculus 


Sir,—Stone in the submandibular duct is a common 
condition, and many very large calculi have been 
reported. Bailey and Love! picture such a stone 
measuring 1 by 14 in. (2.5 by 3.75 cm.) and regard this 
as being abnormally large. In the case to be described, 
the stone was very much larger than this, and it is 
remarkable that the patient was able to tolerate pain 
and obstruction of the duct for about six months. The 
relative ease with which this vast calculus was extracted 
is also worthy of note. 

A male Arab aged about 55 years came to the Out-patient 
Department of the Bahrain Government Hospital on June 9, 
1959, complaining of a painful swelling in the floor of his 
mouth of six months’ duration. He was a healthy man 
except for a few bad teeth and the swelling of which he 


complained. This swelling could be palpated in the right 
submandibular region. It was a hard, elongated mass, 
approximately 2$ by 1 in. (6.25 by 2.5 cm.), lying parallel 
to the body of the mandible. The appearance inside the 
mouth was such as to suggest a malignant growth. The 
surface of the mass was covered by slough and exudate. A 
probe gave the gritty sensation of a stone. The diagnosis 
of calculus was confirmed by the opaque shadow seen in 
a lateral radiograph of the jaw. 

The stone was firmly adherent to the walls of the salivary 
duct, from which it was separated with some difficulty under 





The calculus after removal. 


local analgesia. The calculus was gripped with a tissue 
forceps and extracted after a few rotatory movements. It 
weighed approximately 20 g. and measured 24 by 1 in. (see 
photograph). 

The patient made an uneventful recovery. He was asked 
to report a week later, but he failed to appear. It is 
reasonable to assume that he had no further trouble, so did 
not think it worth while to make another journey to 
hospital. . 

My thanks are due to Miss B. M. L. Underhill, F.R.C.S., 
for the photograph and for help in preparing this note. 

—I am, etc., 

Bahrain. S. S. AHMED. 


REFERENCE 


' Bailey, Hamilton, and Love, McNeill, A Short Practice of 
Surgery, 1952 London. 


Treatment of Quinsy 

Sir,—Bateman and Kodicek’ are reported to have 
treated 120 cases of peritonsillar abscess by immediate 
enucleation, at St. Thomas’ Hospital, London, with 
quick and excellent recovery. 

As a general practitioner, may I urge that this should 
be a regular proceeding in the office or home ? It takes 
only about 20 to 30 seconds to do from the moment the 
“rag” is removed from the patient’s face, and is best 
done with a very slowly increasing spraying of ethyl 
chloride, with the patient sitting ready to be bent 
forwards over a basin on the floor. Two additions in 
my last few hundred cases (I started it in 1916 and have 
done about a thousand) are pethidine, or, better still, 
“ pethilorfan,” and penicillin, or tetracycline, one hour 
beforehand. Make sure the patient lies prone 
afterwards. Patients welcome the immediate relief, 
without all the fuss of going to hospital.—I am, etc., 


Bishop’s Stortford, Herts. Ropert A. R. WALLACE. 
REFERENCE 


' Bateman, M. G. H., and Kodicek, J., An. Otol. (St. Louis), 
1959, 68, 315 
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Auscultation on the Gramophone 


Sir,—I have read with interest Dr. E. C. Atkinson's 
letter (Journal, November 28, p. 1178) regarding 
“ Auscultation on the Gramophone.” I have in my 
possession a long-playing record made by Phillips on 
heart sounds, murmurs, and arrhythmias. The com- 
mentary is spoken by George D. Geckeler, M.D. The 
record is entitled “Stethoscopic Heart Record” (No. 
D99528L). It appears to have been recorded in 
Holland.—I am, etc., 

Birmingham. SHEELAH R. N. JAMES, 

Medical Student. 


Sir,—I have read with interest Dr. E. C. Atkinson’s 
letter (Journal, November 28, p. 1178) in which he 
suggested the production of long-playing records of 
normal and abnormal heart sounds. May I take the 
opportunity of informing your readers that an American 
long-playing record of that type is available in places 
outside the British Isles? Only last year I saw under- 
graduates in Dublin playing that record and listening 
to the various heart sounds just before their clinical 
examination. I myself tried listening through a stetho- 
scope when the record player was tuned low, and it gave 
the impression of sounds coming directly from the 
patient's chest.—I am, etc., 


Scarsdale Hospital, 
(hesterfieid. 


N. K. ALLAHBADIA. 


Sir,—Your correspondent Dr. E. C. Atkinson 
(Journal, November 28, p. 1178) asks whether recordings 
of heart sounds have been made. In the College of 
General Practitioners we have a medical recording 
service on tape and disk which includes at least two 
recordings of heart sounds.—I am, etc., 


Leeds, 10. , P. WINTERSGILL. 


The Customary Fee 


Sir,—I have read all the letters on this very pertinent 
matter, having profound ethical and moral implication. 
I would like to raise an allied implication. Just as no 
doctor would dream of charging his fellow medico, | 
wonder what readers feel about doctors asking fees of 
dentists and vice versa. In this connexion I recall a 
few years ago being very aggrieved by the fact that my 
dentist charged me 15 guineas for a complete upper 
denture. This I felt to be decidedly strong. I myself 
would never ask fees of a dental surgeon. I wonder 
what the views of readers are on this related ethical 
problem.—I am, etc., 

J. B. GURNEY SMITH. 


Royal Earlswood Institution, 
Redhill, Surrey. 


A Case of Rheumatoid Arthritis 

Sir,—It was a little disappointing to find in the 
discussion section of the Clinicopathological Conference 
on the woman with rheumatoid discase (Journal, 
November 21, p. 1080) no consideration of the terminal 
impaired resonance at the left lung base. Was this not, 
perhaps, Ewart’s eighth sign of pericardial effusion, the 
“posterior pericardial patch of dullness”? I should 
have thought that this sign, especially in the light of her 
recent acute exacerbation of heart failure accompanied 
by epigastric pain made worse by breathing, would 
have aroused at least suspicion of pericardial effusion.— 
I am, etc., 
T. J. MUCKLE. 


Royal Hampshire County Hospital, 
Winchester. 


Obituary 








H. B. G. NEWHAM, C.M.G., M.D., M.R.C.P. 
D.P.H., D.T.M.&H. 


Dr. H. B. G. Newham, formerly warden of studies and 
curator of the museum at the London School of 
Hygiene and Tropical Medicine, died at his home at 
Market Weston, near Diss, Norfolk, on November 11. 
He was 85 years of age. 


Hugh Basil Greaves Newham was born at Winslow, 
Buckinghamshire, in 1874, the son of Dr. Thomas Newham, 
and was educated at Wellingborough and Malvern. In 
1893 he entered St. Thomas’s Hospital Medical School as a 
medical student, and qualified M.R.C.S., L.R.C.P. in 1898. 
For the next two years he sailed all over the world as a 
ship surgeon, and this experience aroused his interest in 
tropical medicine. On his return to England he took the 
Cambridge D.P.H. in 1900, and for the next six years was 
in general practice in Liverpool. In 1906 he began the 
course in tropical medicine at the Albert Dock Hospital, 
and thus started a career which had a great impact on the 
future of the London School of Tropical Medicine. In the 
following year he was appointed a demonstrator under Sir 
Patrick Manson and Dr. C. W. Daniels, and took the 
Cambridge D.T.M.&H., with commendation. He became a 
close friend of Dr. Daniels, and succeeded him as director 
of the school and superintendent of the hospital. He had a 
flair for teaching and gave the main course of instruction on 
the clinical pathology of tropical diseases. The effect of 
his teaching was shown in the progressive increase in the 
size of the classes, an increase which made it necessary to 
have the laboratory enlarged. In 1910 he went to British 
Guiana and spent four months in the laboratory and hospital 
in Georgetown. When the British Medical Association held 
its Annual Meeting at Liverpool in 1912 he acted as one 
of the honorary secretaries of the Section of Tropical 
Medicine. Elected a Member of the Royal College of 
Physicians of London in 1914, he was granted the Durham 
M.D. two years later. At the outbreak of the first world 
war in 1914 he instituted short courses to meet military 
requirements. In 1917 he was gazetted consultant in 
tropical diseases to the East African forces, and gained 
valuable experience in many hospitals in Kenya, Uganda, 
and Tanganyika. For this work he was appointed C.M.G. 
in 1919. , 

In 1920 the London School of Tropical Medicine was 
moved from the Albert Dock Hospital and became part 
of the School of Hygiene and Tropical Medicine at 
Endsleigh Gardens, London, and Newham rearranged the 
museum in its new quarters. When Dr. (later Sir) Andrew 
Balfour arrived in 1924 to organize the school until the 
new buildings in Keppel Street could be erected, Newham 
continued his teaching and laboratory demonstrations. On 
the school moving into its present building in Keppel Street 
Newham again faced the big task of dealing with a much 
more elaborate and extended course of teaching and the 
enlargement of the museum on a vaster scale than had yet 
been envisaged. In this he was most successful, for he made 
both the course and the museum attractive and instructive. 
He retired under the age limit in 1938, and then pursued his 
interest in archaeology. He was twice married. First, 
in 1900, to Miss-Genevieve Byrne, who died in 1922, and 
second, in 1937, to Mrs. Nora M. Mungo-Park. 


W.E.C. writes : I remember Dr. H. B. G. Newham as a 
handsome, well-built, good-humoured, and energetic man. 
Ever ready to help the doctors on the house staff to the 
extent of sometimes taking over from them for a few hours, 
he was regarded as more than a friend. Delivering his 
lectures in a clear, resonant voice, he easily attracted and 
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held the attention of his students. Known to medical men 
all the world over, he achieved a remarkable and wide- 
spread popularity and will long be remembered by those 
who were fortunate to have known him. 


A. GILPIN, M.D., F.R.C.P. 


Dr. A. Gilpin, consultant physician to King’s College 
Hospital, London, died at his home in Dulwich Viliage 
on November 29. He was 53 years of age. 


Archibald Gilpin was born at Southsea on August 31, 
1906, the eldest son of Archibald Gilpin, O.B.E., and was 
educated at Alleyn’s School, King’s College, and King’s 
College Hospital. A fine athlete, a swimmer, runner, and 
tennis-player, he was also a useful three-quarter in his 
hospital’s first fifteen. He had a brilliant student career, 
winning a British Medical Association prize in 1928 and the 
Ferrier prize, on the first occasion of its award, in 1929. 
Qualifying in the latter year, he graduated M.B., B.S. with 
honours in medicine. Two years later he took the M.R.C.P. 
and proceeded M.D. He was elected F.R.C.P. in 1938. 

His first appointment was that of medical officer to St. 
George’s-in-the-East Hospital. Returning to King’s, first as 
house-physician to Sir Charlton Briscoe and Dr. James 
Livingstone, and later to Sir Frederic Still and Dr. S. A. 
Kinnier Wilson, he was appointed Sambrooke medical 
registrar in 1930, and he also became a clinical assistant to 
the National Hospital, Queen Square, a post which he held 
for two years. In 1933 he was awarded a University of 
London Postgraduate travelling fellowship and for a year 
worked at Freiburg under the direction of Professor Ludwig 
Aschoff. During this time he became fluent in German and 
published a paper in Virchow’'s “ Archives.” 

On his return to England in 1934 Gilpin was appointed 
senior medical tutor, morbid anatomist, and medical officer 
in charge of the rheumatism clinic at King’s. Next year he 
joined the honorary staff as assistant physician, becoming 
physician in 1942, and he also held the post of curator of 
the museum. On the introduction of the “.ational Health 
Service in 1948 he became consultant physician. He also 
held appointments at the Croydon General Hospital, 
Norwood Hospital, St. Mary’s Hospital, Sidcup, the King 
Edward Memorial Hospital, Ealing, and the Livingstone 
Hospital, Dartford, and he was examiner in medicine to the 
Conjoint Board, the University of London, and the Society 
of Apothecaries. 

An outstanding medical tutor, he was always interested in 
the welfare of medical students, with whom he was very 
popular. For a year he was warden of the Platanes, the 
students’ hall of residence, and he was the first physician in 
charge of students’ health. He was also physician to the 
nursing staff. 

Gilpin had a wide and intimate knowledge of medical 
history, being particularly interested in medical manuscripts 
ind books, of which he had one of the finest and most 
valuable private collections in England. Indeed, at one time 
he owned no fewer than three copies of the De corporis 
humani of Andreas Vesalius. For some years he was 
Harveian librarian to the Royal College of Physicians and 
archivist to the Society of Apothecaries, while in 1938 he 
made himself responsible for the reorganization of the 
medical school library at King’s College Hospital. He had 
a good knowledge of the antique clocks and furniture which 
graced the rooms of the beautiful Georgian house in 
Dulwich where he lived for twenty years. 

In 1949 he fell sick of pulmonary tuberculosis while on a 
visit to Belfast, and the last ten years of his life were 
clouded by illness. As a result, the great promise of his 
early career was not fulfilled, but he remained a good 
general physician and a sympathetic teacher. “John,” as he 
was inevitably named, was a kindly man, as his friends well 
knew from personal experience, and he was always ready te 
help his colleagues. 

Dr. Gilpin is survived by his wife, whom he married in 
1936, and by three children.—F. F.C. 


P. S. PRINGLE, LL.B., B.Sc., M.R.C.S., L.R.C.P. 
D.LH. 


Dr. P. S. Pringle, chief medical officer of the Central 
Electricity Generating Board, and lecturer in industrial 
medicine at King’s College Hospital, died on November 
13. He was 50 years of age. 


Peter Scott Pringle was born on July 19, 1909, the son of 
Sir James Pringle. He won scholarships to Felsted School 
and, later, to King’s College, London, and qualified in 
medicine from King’s College Hospital in 1931. After 
holding resident appointments at King’s College Hospital 
and elsewhere, he was engaged in general practice for 
three years. In 1937 he was appointed to a whole-time 
post as medical officer to the Standard Telephones and 
Cables, Ltd., where he worked for eleven years. He felt 
that, as an industrial medical officer, he ought to learn 
something of both industry and law, and hence he studied 
economics, taking the degree of B.Sc. in this subject in 
1949. He had previously obtained the LL.B. degree of 
London University in 1937, and was called to the Bar by 
the Middle Temple in the following year. He was honorary 
secretary of the Association of Industrial Medical Officers 
for three years from 1945. He took the Diploma in 
Industrial Health of the English Royal Colleges in 1947, 
and in the following year was appointed chief medical 
officer to the British Electricity Authority, now the Central 
Electricity Generating Board, a post which he held up to 
the time of his last illness. While holding this position 
he took an active part in the organization of first-aid 
training, and his work in this field was recognized by his 
appointment as Commander of the Venerable Order of 
St. John of Jerusalem in 1959; he had been instrumental 
in the founding of ten new divisions of the St. John 
Ambulance Brigade among the staff of the board. He 
was a man of wide culture and was particularly interested 
in languages—he spoke French, German, Spanish, and 
Italian well and understood Sanskrit. During a holiday in 
the Hebrides he became interested in Gaelic, which he 
promptly proceeded to learn, soon afterwards adding Welsh 
and Breton to his mastery of Celtic lore. He was a keen 
yachtsman, and in 1957 planned to sail a boat to Helsinki 
in order to attend the twelfth International Congress of 
Occupational Health—a scheme which had to be abandoned 
at short notice. He was honorary secretary to the 
British group of the Permanent International Commission 
on Occupational Health, and looked forward to attending 
the next congress in New York in 1960. When the 
British Medical Association held its Annual Meeting at 
Cambridge in 1948 he acted as one of the honorary 
secretaries of the Section of Occupational Health. He 
was, as may be guessed from the above brief summary 
of his achievements, a perfectionist. He sought always 
to do the job in hand with the most meticulous attention 
to detail, and never spared himself in seeking to master 
the technicalities of any task which he undertook. He 
leaves two sons, one a research chemist, the other an 
officer in the Royal Navy. His widow, Dr. Elizabeth 
Pringle, was his devoted companion and helped him 
greatly in his work, and shared many of his wide 
interests outside his professional engagements.—D. C. N. 





T.E.A.S. writes: Industrial medicine has suffered a 
sad loss by the death of Peter Pringle. His academic 
distinctions in law and science as well as in medicine 
are evidence of the breadth of his learning. This 
learning was transmuted by a fine intellect into a 
wisdom ever illumined by a Christian humility, and 
producing an unusually lovable personality, who 
courageously defied suffering to the end. His steadfast- 
ness of purpose and firmness of character endowed him 
with an all too rare and never-failing loyalty to truth 
and to the many friends who mourn his loss. These 
extend their sympathy to his widow, and to John and 
Michael, his two sons. 
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F. CHURCHILL DAVIDSON, M.C., M.B., Ch.B. 
D.P.H. 
Dr. F. Churchill Davidson died at his home at 
Camberley, Surrey, on November 8, after a long illness 
borne patiently and with great fortitude. He was 70 
years of age. 


Frederick Churchill Davidson, who was born on January 
1, 1889, was indeed a son of the manse. His grandfather 
was the Very Rev. Dr. Cunningham, of Crieff, Moderator 
of the General Assembly of the Church of Scotland, and 
his father was minister of St. Cyrus, near Montrose. His 
mother was a _ sister of the late Professor Daniel 
Cunningham, the distinguished anatomist and dean of the 
faculty of medicine in the University of Edinburgh, a man 
who was held in high esteem and affection, and whose sons 
did outstanding service to their country in the Forces of 
the Crown. Frederick Churchill Davidson was educated at 
Fettes College and at Edinburgh University, where he was 
a brilliant student. He had a phenomenal memory which 
enabled him to quote a lecture verbatim many hours after 
he had heard it delivered. He was also a fine athlete, and 
gained his hockey blue. On graduating M.B., Ch.B. in 1912, 
his uncle advised him to follow the family tradition and join 
the R.A.M.C. as a regular officer. After his special training 
he was appointed medical officer to the Cameronians and 
went overseas with the first draft in the first world war. 
Very early in 1915 he was one of the first medical men to 
be awarded the Military Cross, which was founded in the 
January of that year. While in hospital at Shorncliffe, after 
having been wounded in 1915, he met Marie Jacques, of 
Embrook Manor, Cheriton, who was acting as a V.A.D., 
and whom he eventually married. When the war was over 
he stayed on in the Army doing special work, during which 
period he took the Oxford D.P.H. In 1921 he went into 
general practice in Camberley, and became a member of 
the staff of the local cottage hospital and medical officer of 
health for Frimley and Camberley Urban District Council. 
He continued in practice there for thirty-eight years, and 
his opinion was much valued by his professional colleagues. 
During the second world war he was again called upon for 
military service and was in charge of the surgical unit at 
Netley Hospital. He also worked for a period in North 
Africa. After the war he returned to his practice. A 
doctor of the very best type, he always kept himself well 
abreast of the times. His work came first in his life, hence 
he had the affection, confidence, and respect of all who 
consulted him. His patients were his friends and his friends 
were his patients. He leaves a widow, who was his devoted 
and constant companion, and three sons, of whose medical 
achievements he was justly proud. Two are on the staff of 
St. Thomas’s Hospital, where they all trained, one a radio- 
therapist and the other an anaesthetist, while the third is 
a surgical registrar. To them and to his widow we offer 
our sincere sympathy. 


R. F. writes: More than fifty years ago, when I attended 
my first lecture at Edinburgh University, I found myself 
sitting next to the man who was to become my greatest 
friend. He was in one of the university halls, I in another, 
but, when we found that working in hall in those days was 
not very easy, we decided to join forces and go into digs. 
This arrangement proved a very happy one and lasted 
throughout our student career. We graduated on the same 
day and went our different ways, but the friendship lasted 
a lifetime. He spent most of his holidays in my home, 
where we enjoyed many country pursuits and where my 
father—himself a country doctor—gave us much helpful 
advice. His death has made a great gap in my life, for the 
early student friendship became a family one and extended 
to the next generations. “ Fred,” as he was known to his 


many friends, had great personal charm and sympathetic 
understanding. These qualities, combined with his devotion 
to duty and his absolute integrity, make me echo what was 
once said of him, “Happy the patient who was in his 


” 
care. 


V. E. JONES, B.Sc., M.B., ChB. 


Dr. V. E. Jones, medical superintendent of the Glan Ely 
Hospital, Fairwater, Cardiff, died in hospital on 
November 7. He was 64 years of age. 


Vivian Emrys Jones was born at Beaumaris, Anglesey, 
on April 14, 1895, the son of Dr. J. Henry Jones. He was 
educated at Beaumaris Grammar School and at the 
University College of North Wales, Bangor, taking the 
degree of B.Sc. of the University of Wales in 1914. He 
went on to study medicine at Liverpool University, 
graduating M.B., Ch.B. in 1919, obtaining also in the same 
year the London degrees of M.B., B.S. After graduating in 
medicine he held the appointment of house-surgeon at the 
Hospital for Women, Liverpool, and at Liverpool Royal 
Infirmary. He was senior resident medical officer at the 
Pilkington Special Hospital, St. Helens, from 1920 to 1922, 
and then became senior resident medical officer under the 
King Edward VII Welsh National Memorial Association 
at the North Wales Sanatorium, Denbigh, where he was 
acting medical superintendent for a time. In 1927 he was 
appointed a tuberculosis physician of the association for 
the Bangor area. In 1943 he became medical superintendent 
of the Glan Ely Hospital. He leaves a widow and a son. 


F.R.G.H. writes: The sudden death of Vivian Emrys 
Jones has caused a feeling of deep sorrow among his 
colleagues, particularly in Wales, where he was so well 
known and where he did many years of valuable work, 
both in respiratory and non-respiratory tuberculosis. 
Commencing his medical career at Liverpool, he graduated 
in 1919 from that medical school and also at London 
University. In addition he was a graduate in science in the 
University of Wales, so that he was in a happy but unusual 
position of holding degrees of three universities. This wide 
education served him well, providing him with a judgment 
that was always based on broad medical knowledge, coupled 
with sound common sense. His whole attitude towards life 
was extremely practical, associated with sympathy and 
great kindness. These sterling qualities made him beloved 
by both patients and staff, and all who visited Glan Ely 
Hospital felt immediately the warmth of welcome and the 
personal influence of its medical superintendent. 

Emrys Jones was for many years one of the consultants in 
the Welsh National Memorial Association, and his pioneer 
work in North Wales brought him into contact with rich 
and poor, so that few had a more intimate knowledge of 
the customs and folklore of the land he loved so dearly. 
Many a time a tense moment in debate was relieved by his 
ready wit and delicate humour, and he was never more 
happy than when in reminiscent mood and recalling the 
good work of his past colleagues. He was fond of the sea, 
and was looking forward in his retirement next year to a 
life among ships and sailors, but, alas, that cannot be. 
There is no doubt that his passing has left a void that it 
will be very difficult, probably impossible, to fill. Our 
deepest sympathies are extended to his widow and son in 
their great sorrow and bereavement. 


A.R.J. writes: Vivian Emrys Jones had had an 
exceptional experience of tuberculosis in most of its 
manifestations. As a native of Beaumaris he was 
particularly gratified when posted to Anglesey and 
Caernarvonshire to serve as tuberculosis physician, and 
where his fluency in the vernacular was of great help to him. 
Early in his career he was appointed to the medical staff of 
the King Edward VII Welsh National Memorial Associa- 
tion for the prevention and cure of tuberculosis in Wales, 
an organization formed in 1910 at the instigation of Lord 
Davies of Llandinam and sponsored by the county councils. 
He was appointed senior resident medical officer to the 
North Wales Sanatorium, at Llangwyfan, near Denbigh, 
where Dan Powell, sometime resident medical officer of 
Charing Cross Hospital, was the able superintendent. The 
sanatorium had been opened some years previously by King 
George V, accompanied by Queen Mary. It was situated at 
the foot of a range of hills overlooking the beautiful vale 
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of Clwyd, and received patients with joint. as well as those 
with pulmonary, tuberculosis. Sir Robert Jones paid 
regular visits to Llangwyfan, and the treatment of patients 
with joint tuberculosis was directed by him. He engaged in 
bedside teaching of practitioners, who would gather from 
many miles to hear him. On the pulmonary side Mr. 
Morriston Davies, who had early retired from University 
College Hospital, was working as a pioneer in chest surgery. 
Emrys Jones was fortunate on being at.Llangwyfan when 
these two great surgeons were active consultants there ; 
their teaching contributed greatly to his wide practical 
knowledge of tuberculosis. Later he went to Cardiff, where 
he was mainly occupied in assisting in administration duties 
at the head office of the association until he was appointed 
superintendent of the South Wales Sanatorium at Glan Ely, 
where patients with joint and pulmonary diseases are 
admitted. Into the work of this establishment he threw 
himself with characteristic drive and enthusiasm. The bed 
accommodation was increased by the building of new wards, 
planned according to his own and other ideas, and the old 
wards were made more attractive by bold, colourful decora- 
tions and furnishings. There was co-operation with the 
Welsh National School of Medicine, and Glan Ely became 
a school for instruction in tuberculosis. Postgraduates 
from many countries went there to study for the diploma in 
tuberculosis under the supervision of Professor F. R. G. 
Heaf, with Emrys Jones as a clinical teacher. 

One of the remarkable changes in medicine during the 
last 20 years is the declining incidence of tuberculosis due 
to antibiotic therapy, selective surgery, clean milk, better 
feeding, and healthier dwellings. When Emrys Jones 
started as a young tuberculosis physician there were black 
patches of the disease in the area under his care, and there 
were many such in the principality. The King Edward VII 
Welsh National Memorial Association was inaugurated to 
clean up Wales of this foul pest. It may fairly be said that 
it succeeded beyond what could be expected, and in helping 
to achieve that end Emrys Jones devoted the whole of his 
professional life. The affection and gratitude of the 
numerous patients who were under his care and of those 
who worked with him were manifest in the large congrega- 
tion that gathered in Llandaff cathedral to pay tribute to his 
memory. Their sympathy will go out to Mrs. Emrys Jones 
and her son. 


L. H. SKENE, M.C., M.B., Ch.B., Dip.Psych. 


Dr. L. H. Skene, formerly medical superintendent of 
the Isle of Man Mental Hospital, died at Noble’s 
Hospital, Douglas, on October 29. He was 76 years 
of age. 


Leslie Henderson Skene was born at Larbert, Stirlingshire, 
in November, 1882, and was educated at George Watson’s 
College, Edinburgh, and at Edinburgh University, where he 
graduated M.B., Ch.B. in 1911. After graduation he held 
the appointment of assistant physician at the Lanark District 
Asylum, and.in 1913 was among the first to obtain the 
Diploma in Psychiatry of Edinburgh University. During 
the first world war he served as a temporary captain in 
the R.A.M.C., and was twice wounded during the Gallipoli 
campaign. He saw further action in France and Italy, and 
in the 1918 New Year Honours was awarded the Military 
Cross for gallantry and distinguished service in the field. 
In the years immediately after the war he was successively 
medical superintendent of the Perth Criminal Mental 
Hospital and senior assistant physician at Tooting Bec 
Mental Hospital. From 1922 to 1947 he was medical 
superintendent of the Isle of Man Mental Hospital. A 
member of the British Medical Association for forty years, 
he was president of the Isle of Man Branch in 1935-6. An 
active Rotarian. he was a past president of the Douglas club. 
In his vounger days he was a first-class player of Association 
football, keeping goal for the Queen’s Park (Glasgow) and 
Fulham clubs and gaining his cap for Scotland. He was 
also a keen cricketer. He leaves a son, Dr. J. L. Skene, 
and a daughter, Miss Mary Skene, who is matron of 


St. Andrew’s Hospital for Nervous and Mental Disorders, 
Northampton. 


A. R. McP. writes: Dr. L. H. Skene achieved distinction 
in two spheres. First, he became a footballer of inter- 
national status, and, later, as a medical man he became 
the ideal medical superintendent. In 1922 he started his 
life's great work as medical superintendent of the Isle of 
Man Mental Hospital. He immediately instituted a series 
of improvements which continued until his retirement in 
1947, but the foundation of his success was the care of the 
individual patient. Dr. Skene knew everything about all 
his patients, gave them maximum freedom, and everyone 
capable of any activity was given a daily task suited to 
his or her ability. His visits to wards and working parties 
were frequent and never confined to routine rounds, and 
he was always accessible to patients and their relatives. 
His devoted attention was an inspiration and example to 
his staff—a staff led by the loyal and incomparable Mr. 
Gordon, head male nurse. There was nothing obscure or 
theoretical about Dr. Skene’s approach to his work. He 
was long-sighted and practical, quick-witted and outspoken, 
and possessed of a powerful personality. His capability 
as an organizer was such that he enjoyed the complete 
confidence of his board. Although he was devoted to his 
work, he was no hospital recluse. He was a popular and 
respected member and official of many organizations, 
including the local branch of the British Medical 
Association. 


A. NORMAN LEEMING, M.B., B.S. 


Dr. A. Norman Leeming, who was in active medical 
practice at Colwyn Bay for forty years, died in the 
Colwyn Bay and West Denbighshire Hospital on 
November 11 after a short illness. He was 74 years 
of age. 

Arthur Norman Leeming was born on:September 17, 
1885, and was educated at the City of London School. He 
studied medicine at Guy’s Hospital, where he gained the 
Golding-Bird medal in bacteriology and the Treasurer's 
gold medal in clinical surgery. He graduated M.B., B.S., 
with honours in medicine, from London University in 1907, 
at the early age of 21. He was then for some time house- 
surgeon to the late Sir W. Arbuthnot Lane, and was with 
him when bone surgery and the plating of fractures was 
in its infancy. He settled in practice at Colwyn Bay in 1909, 
and was soon appointed honorary surgeon to the cottage 
hospital. Later he helped to plan the new hospital which 
was opened in 1924. For many years he was senior surgeon 
to the Colwyn Bay and West Denbighshire Hospital and to 
the Festiniog Memorial Hospital. He retired in 1949. A 
keen and active member of the British Medical Association 
for nearly fifty years, he was chairman of the North 
Caernarvon and Anglesey Division in 1929-30 and president 
of the North Wales Branch in 1933-4. He was a founder 
member of the Colwyn Bay and District Medical Society, and 
until recently had scarcely missed a mecting. He was also a 
member of the local Rotary club, the Colwyn Bay golf 
club, and of other centres of social activity in the district. 
He leaves two sons, both of whom are doctors, and a 
daughter. His wife predeceased him in 1956. 


D.1I.C. writes: With the passing of Dr. A. Norman 
Leeming Colwyn Bay and district ioses the senior member 
of the local medical profession and the last of its doctors 
who practised in the area before the first world war. During 
the early days he carried out a great deal of the pioneer 
surgical work in North Wales, and his help and opinion were 
constantly sought by doctors from a wide area. There are 
many stories of how, working under great difficulty, he 
performed urgent operations most successfully in the most 
out-of-the-way places. to some of which he had to travel 
on a motor-cycle with his instrument bag strapped to the 
carrier. For many years, before his retirement ten years 
ago, he was senior partner in the Old Colwyn firm of 
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doctors, whose members looked after a practice which 
covered a wide area behind Colwyn Bay. We who have 
known Dr. Leeming for many years will miss a good friend 
and counsellor, to whom we could always turn for a sound 
opinion and good advice. The Colwyn Bay district mourns 
the passing of one of the old school of family doctors who 
looked upon all their patients as personal friends, and 
whose daily life and interests were their special concern. 


SARA MOWER, M.D. Ph.D. DSc. 


Dr. Sara Mower, better known as Dr. Sara Jordan, who 
was for many years head of the department of gastro- 
enterology at the Lahey Clinic, Boston, Massachusetts, 
died at Boston on November 21. She was 75 years 
of age. 

Sara Mower was born at Newton, Massachusetts, on 
October 20, 1884, and was educated at Radcliffe College, 
Boston, where she obtained a degree in theology in 1904. 
At an early age she had expressed a wish to enter the 
medical profession, but her parents thought it an 
“unladylike ” occupation. It was not until 1921, therefore, 
that she took the degree of M.D. at Tufts College Medical 
School, Boston, at the age of 37. In the meantime she had 
continued her studies, and in 1908 obtained the degree of 
Ph.D. of the University of Munich. Before graduating in 
medicine she was married in 1913 to Mr. Sebastian Jordan, 
by whom she had one daughter. Her second marriage. in 
1935, was to Mr. Penfield Mower. She had been engaged 
in the treatment of gastro-enterology since 1922. and was 
co-founder with Dr. Frank Lahey of the clinic at Boston 
which bears his name, and from 1923 onwards she was in 
charge of the department of gastro-enterology at the clinic. 


She was an associate editor of Gastroenterology. Her 
eminence in this special field was recognized by the 
conferment of the honorary degree of D.Sc. by Smith 


College in 1935, Tufts College in 1943, and Wilson College 
in 1946. 


F.A.J. writes: Those who are interested in gastro- 
enterology in Great Britain will learn with regret of the 
death of Dr. Sara Jordan. For many years she had had 
a considerable influence in American gastro-enterological 
circles and had been in charge of the department of 
gastro-enterology at the Lahey Clinic since 1923. She had 
written many papers, particularly concerning gastric ulcer. 
Many will recall her admirable contribution to the 
symposium on peptic ulceration at the World Congress in 
Washington in 1958. She was a frequent visitor to overseas 
congresses and was one of the American gastro-enterologists 
whose names are well known all over the world. She was 
president of the American Gastroenterological Association 
from 1942 to 1944. 


LUCIEN BRULL, M.D. 


Professor Lucien Brull, professor of clinical medicine 
in the University of Liége, died on September 9. 


We are indebted to Professor E. B. Vernry, F.R.S., 
for the following appreciation: By the sudden death 
of Professor Lucien Brull, Belgian medical and scientific 
circles have lost a much-beloved physician, an enthusiastic 
research worker, and a wise counsellor. And the many 
friends he had made in this country ever since he 
worked with the late Professor E. H. Starling in 1924 
will sadly miss that kindness of heart. abounding 
generosity, sparkling wit (often satirical but never 
malicious), and that fondness for good living which, 
together, made him so lovable. 

Lucien Brull became the first full-time university 
clinician in Belgium, having been convinced since his 
early work wth Starling that an academic role cannot 
but absorb one’s whole time and energy. In 1937 the 
university built. to his design and in structural connexion 
with his wards, a_ research institute which in one 
was unique in that it and its staffing were 
self-supporting through fees from private 
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patients and contributions from social-insurance agencies. 
Probiems arising in the wards were here experimentally 
analysed in one or other of its departments, each 
flexibly equipped for changing needs and under the 
direction of a senior member of his staff. Thus his 
institute, wards, and clinics formed an autonomous whole: 
he insisted that all his medical staff, senior and junior alike, 
should take their full share of responsibility in clinical 
diagnos ss and treatment. In spite of the exacting teaching 
and administrative duties of his office—he was fearless, 
eloquent, and effective in committee and in debate—he 
continued throughout his career to work in an individual 
capacity on problems in the field of his special interests. 
His pioneering work in kidney grafting under both acute 
and survival conditions, his elaboration of a mechanical 
heart operating without anticoagulants and its application 
to viviperfusion investigations will long be remembered. 
So, too, will his early use of radioactive isotopes in 
biological research and of radioactive iodine in the treat- 
ment of thyrotoxicosis. His goitre clinic, indeed, quickly 
became one of the world’s most active centres for the 
assess.nent and treatment of thyroid diseases. Latterly he 
had given much time and thought to the development of 
gerontology, and he eventually founded the [International 
Association and presided in Liége at its first congress. 

No man could live so intensely as he without the 
restorative of snatches of leisure and solitude. These he 
found in h’s estate in Campine, which he had known and 
loved since boyhood. His naturalistic knowledge was quite 
outstand ng, so much so that as agronomist no less than 
as physician he was asked by the Belgian Government to 
direct the Mission Interdisciplinaire de [Université de Liége 
au Katanga. There, in the Congo, he planned clinics, 
schools, craft centres, and experimental villages for the 
native populat'on, and the first of these villages came into 
operation during his lifetime and is to be named after him. 
He died in the calm retreat of his charming home over- 
looking the Meuse valley, where he and his wife had adored 
to be surrounded by their relations and close friends. His 
immense qualities of heart and spirit, his integrity, 
disinterestedness, and high social purpose will remain an 
inspiration to the many who knew and loved him. 


JOHN STEWART, M.B., Ch.B. 


Dr. John Stewart, who was in general practice at 
Blackpool for many years, died at his home there on 
October 27. He was 84 years of age. 


John Stewart was born near Kilmarnock, in Ayrshire, 
on March 2, 1875. and received his medical education at 
Glasgow University. where he graduated M.B., Ch.B. in 
1901. After holding a number of assistantships in the 
Newcastle and Huddersfield areas he went, in 1902, to 
Blackpool and there over a period of fifty years he built 
up a large general practice. He retired in 1950, but 
continued to take a great interest in all medical matters 
until about a year before his death, A member of the 
British Medical Association for fifty-five years. he was 
chairman of the Blackpool Division in 1924-5. He served 
on the Blackpool insurance committee from its inception 
in 1911, and continued to serve on the Blackpool Executive 
Council until 1956. He was a member of the Victoria 
Hospital board of management and of the local authority 
health committee for many years. He was chairman of the 
Blackpool Panel Committee and of the local medical 
committee. During the second world war he was an active 
menber of the local medical war committee. A keen 
golfer all his life. he was the founder president of the 
Blackpool and Fylde Medical Golfing Society and was very 
proud to be its president for twenty-five years up to his 
death. He took an active part in the affairs of the borough 
in which he I'ved, and was appointed a justice of the peace 
in 1943. His personal charm and quiet humour and his 
readiness at all times to give his time. friendly advice, and 
kindly help to each succeeding generation of young 
practitioners will be long remembered in the town which 
he served faithfully for so long.—J. R. M. 
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SPEEDING ON EM=RGENCY CALLS 
SUCEESSFUL APPEAL 
[FROM OUR LEGAL CORRESPONDENT] 


Dr. John McLaughlin has successfully appealed against 
sentence on his conviction for speeding while on an 
emergency call (Journal, November 28, p. 1191). The 
decision of the Lancashire Sessions Appeals Committee 
allowing the appeal was delivered on December 2 (The 
Times, December 3). 

Dr. McLaughlin was fined £4 and had his licence endorsed 
after pleading guilty to speeding at 48 miles (77 km.) 
an hour in a built-up area. Although the magistrates of 
Petty Sessions accepted Dr. McLaughlin's evidence that he 
was on his way to an emergency they did not consider this 
a fit case for an absolute discharge. and refused to find that 
the circumstances constituted a “special reason” within the 
meaning of Section 5(1) of the Road Traffic Act, 1934, such 
as would justify an order that the doctor’s licence be not 
endorsed. The Appeals Committee, allowing the apreal, 
held that it was proved that the doctor was going to an 
urgent case ; that in their view there were “ special reasons ” 
within the meaning of Section 5(1); that there should be 


no endorsement of Dr. McLaughlin's licence and no 
penalty; and that he should be granted an absolute 
discharge. 


Not a “Carte Blanche ” 


This decision must not, of course, be taken as a carte 
blanche for speeding when driving to an emergency. Every 
case will be decided on the facts peculiar to it in assessing 
whether “ special reasons” exist. The degree of urgency 
of the call must always be balanced against the degree of 
danger to the public involved in speeding, There is no 
public benefit in killing a pedestrian to save a patient. 

On cool reflection, Dr. McLaughlin did behave unwisely 
when stopped by the police. for he did not tell the policeman 
that he was on an emergency call. Where a defendant is 
relying on special facts peculiarly within his knowledge. it 
is for him to prove them to the court, and he will find it 
more difficult to prove these facts if he fails to disclose 
them when questioned. Dr. McLaughlin's failure to 
mention the emergency to the policeman was one of the 
matters relied on by the prosecution both at the trial and 
on the hearing of the appeal. 


INCURABLE INSANITY 
[FROM OUR LEGAL CORRESPONDENT] 


On July 31 Mr. Justice Phillimore granted a decree nisi of 
divorce to Mrs, Winifred Whysall on the ground of the 
incurable insanity of her husband (The Times, August 1). 

Insanity is a ground for divorce where the petitioner can 
show that the respondent is incurably of unsound mind, 
and has been continuous!y under care and treatment for 
at least five vears immediately preceding the presentation 
of the petition. Until 1958 the words “under care and 
treatment “ were rarrowly defined by statute to include 
only cases where there had been an element of detention. 
This emphasis on detention was removed, however, by the 
Divorce (Insanity and Desertion) Act. 1958, by which a 
person was deemed to be under care and treatment at anv 
time when he was receiving treatment for mental illness as 
a resident in an approved hospital. 

The statutory definition of five years’ continuous care and 
treatment is clear, and proof or disposal of this element 
of the ground for divorce is generally a simple matter.  [t 
is more difficult for the petitioner to discharge the onus of 
proof that the unsoundness of mind is incurable. The 
fact that a person has been certified insane does not by 


itself show that he is incurable: medical evidence to that 
effect is required. 

In the present case the respondent husband was a 
paranoid schizophrenic. Treatment with chlorpromazine in 
combination with two other drugs was showing excellent 
results. However, three doctors had agreed that, in the 
light of present medical knowledge, there was no prospect 
of a full clinical recovery. But they all stated that there 
was a possibility of some degree of social recovery which 
might make it possible to discharge the husband this year 
if suitable living conditions could be found for him. He 
would have to continue thereafter to take the drugs. 


Legal Test of Cure 


On these facts, clearly, a close definition of “ incurably 
of unsound mind” is required. Mr. Justice Phillimore 
stated that in using that phrase Partiament must have 
intended to describe a mental state which, despite five years’ 
treatment, made it impossible for the spouses to live a 
normal married life, with no prospect of improvement 
which would make it possible in future. The state of mind 
envisaged was properly called insanity. A practical test was 
to be found in the phrase used in section 90 of the Lunacy 
Act. 1890, “incapable of managing himself and his affairs.” 
“ Affairs” included the problems of society and married 
life, and the ability required was that of a reasonable 
man. If in the light of medical knowledge the best that 
could be hoped for was discharge to conditions where the 
patient would live an artificial existence protected from the 
normal incidents and problems of life he would properly 
be termed incurable. 

On the medical evidence, the respondent clearly fell within 
the latter category. There was no hope of his returning 
to a normal married life where he would be able to manage 
his own affairs. The court therefore held him to he 
incurably of unsound mind, and held his wife to be entitled 
to a decree nisi. 


MAINTENANCE BY NEUROTIC HUSBANDS 
[FROM oUR LEGAL CORRESPONDENT] 


A case was recently reported in this column (Lilley v. Lilley, 
Journal, September 19, p. 509) where the Court of Appeal 
refused to hold a husband liable to maintain his wife who 
had left him owing to her seurotic repugnance to physical 
proximity with him. In another recent case (Stirland v. 
Stirland, The Times, October 13) the Divisional Court of the 
Probate, Divorce, and Admiralty Division held that a 
husband was liable to maintain his wife who had left him 
because of his refusal to undergo treatment prescribed for 
the cure of his neurosis. 

Mr. and Mrs. Harold Stirland were happily married until 
1955, when the husband, who was a miner, injured his knee 
in a pit accident. As a result, he developed an obsession 
concerning his condition. Though x-ray films showed 
there was nothing the matter with his knee, he became 
convinced that he had a knee injury which made it 
dangerous for him to work regularly in the pit. Again, 
despite x-ray evidence, he became convinced that as a 
result of an event 10 years previously his back was 
broken. There was no medical evidence to substantiate 
these supposed injuries. The husband had been in a mental 
hospital for several short periods for the treatment of this 
obsession. The last period was from March 26 until April 
11 this year. On that occasion electrical shock treatment 
was prescribed. The husband refused to submit to it, and 
discharged himself from hospital. On that day his wife 
told him that she would not live with him again unless he 
agreed to have the shock treatment prescribed. Husband 
and wife had lived apart ever since, and the husband had 
refused to pay maintenance. 

When a wife is living apart from her husband her right 
to maintenance depends on her being able to justify living 
apart from him. Such justification is made out by showing 
either that the husband is guilty of a matrimonial offence or 
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that he is guilty of such grave and weighty conduct as to 
give her just cause for staying away from him. 

In this case the magistrates decided that the wife was 
entitled to insist on her husband's undergoing the treatment 
prescribed as a condition of resuming cohabitation with 
him. The Divisional Court found that they were entitled 
so to decide. The court held that if a husband, by some 
form of disablement, were prevented from earning a living, 
that would obviously be a relevant factor in deciding 
whether a failure to provide reasonable maintenance was 
due to wilful neglect. But if there were evidence that a 
simple operation might cure the disablement, the position 
might be otherwise. That would apply to mental as well as 
to physical disability. If it had been proved that the 
husband's refusal to have shock treatment was due to a 
delusion that shock treatment was designed to put his back 
right (as was alleged) that might have been on all fours 
with an uncured physical disability. However, the husband 
had failed to prove any such delusion. In the opinion of the 
court the husband's case savoured of malingering, and his 
appeal against a maintenance order was dismissed. 


THE PRESUMPTION OF LEGITIMACY 
[From OUR LEGAL CORRESPONDENT] 


On June 17 the Divisional Court allowed an appeal by a 
married woman from a refusal by magistrates to make an 
order under the Summary Jurisdiction (Separation and 
Maintenance) Acts, 1895 to 1949, relating to the custody 
of a child born to her (The Times, June 18). The magistrates 
based their refusal on their finding that the child was 
illegitimate. 

At the hearing before the magistrates, the mother admitted 
that at the time of conception she frequently committed 
adultery and also had intercourse with her husband, but her 
husband always used a sheath contraceptive. Lord Merri- 
man stated that on the evidence it was more probable that 
the adulterer was the father of the child rather than the 
husband. However, the law did not allow the question to 
be decided on the balance of probabilities. 


Impossibility the Test 


If a woman conceives and at the date of conception she 
was married and her marriage was not the subject of a 
decree or order of separation, there is a presumption of 
law that the child is legitimate. This presumption may be 
rebutted only by sufficient evidence that the husband could 
not possibly be the father. Impossibility, not improbability, 
is the test, as the court is most reluctant to bustardize a 
child. The impossibility must be proved beyond all reason- 
able doubt. This presumption applies in all proceedings. 
What has to be proved is that the husband did not have 
intercourse which might have led to the birth of the child. 
The fact that another person, or several other persons, had 
intercourse with the wife would not be a_ material 
consideration. Unless it is proved to the contrary, it is 
presumed that the husband did have such intercourse with 
his wife. 

One obvious way of rebutting the presumption of 
legitimacy is by proving that the husband did not have 
access to the wife at the material time. However, where 
even the lapse of time between possible coitus with the 
husband and the birth of the child was 360 days the 
presumption of legitimacy was not rebutted. as the evidence 
of expert witnesses showed that in the contemporary state 
of medical knowledge such an interval could not be said 
to be impossible.’ An actual foetal life of 174 days seems 
to be the minimum period of gestation.” Where the period 
of gestation becomes relevant in evidence, the maturity of 
the child at birth in relation to the duration of that period 
is also relevant. 








' Preston-Jones v. Preston-Jones {1951} A.C. 391. 
2 Clark v. Clark (No_ 1) 119391 P 228. 
* Watson v. Watson [1954] P 48. 
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Contraceptive Not Infallible 


The decision in the present case was an application of the 
same principle. Medical witnesses could not say that use 
of the contraceptive sheath made conception impossible. 
The Divisional Court held therefore (applying an earlier 
decision of Mr. Justice Barnard’) that the presumption of 
legitimacy was not rebutted, granted custody of the child 
to the wife, and remitted the case to the magistrates to 
consider the amount which the husband should be ordered 
to pay in respect of the muintenance of the child. Evidence 
of the use of contraceptives could only rebut the 
presumption of legitimacy of a child born in wedlock if 
the medical evidence before the court were to show that 
the contraceptive used was infallible. 





Medical Notes in Parliament 








G.M.C, PROCEEDINGS CAUSE A STORM 


The proceedings before the Medical Disciplinary 
Committee of the General Medical Council on 
November 25-27, which resulted in the decision to 
remove from the Register the name of Dr. K. M. Fox, 
after he had been found guilty of infamous conduct 
in a professional respect (Supplement, December 5, 
p. 182), has assumed within a week the proportions of 
a political cause célébre. Put simply, this is because 
(a) police listened-in to a telephone conversation at 
Reading on April 20; and (+) a subpoena was issued 
on behalf of the G.M.C. for the production of the 
record. 

Therein lie several matters on which Parliament is 
always and inevitably peculiarly sensitive. The first 
issue is the privacy of all forms of communication. 
The record of a telephone interception, disclosed to the 
Bar Council, is only two years past, and the subsequent 
recommendations of the Committee of Privy Councillors 
under Lord Birkett* that interception should only take 
place on the authority of a warrant issued by the 
Secretary of State, and that use of the information so 
obtained must be rigorously confined to the purposes 
for which the warrant was issued, are still fresh in mind. 
The “eavesdropping ” on this occasion was done on a 
private extension and with the assent of one of the 
parties—this has seemed to disclose a failure in the 
operation of the Birkett safeguards. It happened in the 
provinces—and Ministerial accountability for the affairs 
of provincial police forces is a delicate and topical 
subject. The force of a subpoena could only be 
overcome by a claim of Crown privilege—and the with- 
holding of documents from legal proceedings by this 
means trenches on the liberty of the subject. Finally, 
the spectacle of a professional disciplinary body at work 
threw into sharp relief the association between this 
profession and the eight “ supplementary ” professions, 
each of which by the terms of legislation now in 
progresst is to have a domestic tribunal of its own. 
And, just to make doubly sure that the full attention 
of Parliament was focused on all these things, a 
paragraph in The Timest indicating that no warrant 
had been issued to the Reading police was used to raise 
the cry of “Parliamentary privilege "—summarily 
rejected by the Speaker, but not without a lot of 
disputation—because it had appeared before the relevant 





*Cmnd. 283, 1957. H.M.S.O., London. Price Is. 9d. net. 
tSee Journal, November 28, p. 1190, and December 5, p. 1264. 
tThe Times, December 2. 
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question had been officially answered in the House. 
Almost everything needed to bring the Parliamentary 
pot quickly to the boil was present. 


Postmaster-General Contracts Out 


Leaving aside the separate issue of Parliamentary privilege, 
the first attempt to raise the Reading incident, made by 
Mr. M., Lipton (Brixton, Lab.) on December 2 in a question 
to the Postmaster-General, was no more than a prelude. 
Mr. J. R. Bevins was able to maintain that the Post Office 
was not involved because the party concerned gave 
permission to the police to listen-in to a conversation on 
her own telephone installation ; he could not have had any 
control whatever over what happened. Mr. P. GORDON 
WALKER (Smethwick, Lab.) gave front-bench support to the 
opinion expressed by Mr. Lipton and others that the inter- 
ception was within the recommendations of the Committee 
of Privy Councillors, that all forms of telephone tapping 
should need authorization by the warrant of a Secretary 
of State. Mr. R. T. PaGcet (Northampton, Lab.) brought 
the Reading chapter to an end for the day by raising the 
aspect of disclosure of the information obtained to an 
outside body, on which the Speaker pointed out that there 
were to be questions to the Home Secretary on that the 
following day, and they must not be anticipated. 


Home Secretary Gives the Facts 


The Home SECRETARY'S statement, made in answer to 
several questions on December 3, was in these terms: 


I did not authorize the police to listen to this conversation or 
to transmit a record of it to the General Medical Council. I 
understand the police listened on a private extension of a 
telephone with the consent of the subscriber, in the course of 
criminal investigations made at the request of the deputy coroner, 
This does not require any authority from me, and I am informed 
that no infringement of the law is involved. 

The solicitor to the General Medical Council learned of the 
existence of a record of the conversation from the subscriber 
concerned and subpoenaed the police to produce it. When the 
subpoena was received I was consulted on the question whether 
privilege should be claimed, and I accepted the advice given td 
me that this would not be right. 

The House will know that in general the privacy of telephone 
calls is safeguarded by the Post Office Act, 1953, and the 
Telegraph Act, 1869. Secret interception of a call on the public 
telephone system is practised only on public grounds on the 
personal authority of the Secretary of State. On this occasion 
the police listened-in only with the consent of the party con- 
cerned. I understand that this procedure is, as it should be, quite 
exceptional. It was undertaken in this ‘case because of the special 
nature of the criminal investigations to which I have referred. 
This is an entirely different matter from the secret interception 
with which the Committee of Privy Councillors was concerned. 
As regards this, I can assure the House that the Government will 
continue to see that in all areas the practice based on the 
recommendations of the committee is followed. 


A Disquieting Statement 


Mr. GorDON WALKER found this statement disquieting in 
two particulars which, he said, would arouse great doubt 
and controversy. (1) Secret interception. Tiere were two 
parties to a conversation, and what constituted interception 
was that one of the parties was unaware that the interception 
was being made. This therefore was a secret inte-cevtion. 
There were two views on whether this was covered by the 
report of the Privy Councillors. Their general decision was 
that so odious a power ought to be restricted as much as 
possible, that it was important to define telephone tapping 
widely and strictly. and make it subject to a Secretary of 
State’s warrant. (2) Disclosure to a “domestic tribunal.” 
The Privy Councillors’ report surely covered comrlete'y 
what had happened on this occasion, The Home Secretary 
had himself accepted on behalf of the Govern~ent the 
recommendation in para. 154. It was realized there were 
difficulties about the subpoena. But this was so difficult, 


and raised such great issues, that there should be opportunity 
given for a debate. 
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Mr. BUTLER replied that this case was not on all fours 
with the report of the Privy Councillors. The agreement 
of a subscriber that someone should listen on an extension 
was different from interfering with the public telephone 
system and intercepting at the instigation of authority. The 
latter was completely covered in all areas by the Govern- 
ment’s decision to accept the Birkett Report. In regard to 
the subpoena, there was no alternative to producing the 
document unless privilege was claimed and granted. He 
considered this carefully, with the advice of the Law Officers, 
and concluded that the public interest was not to claim 
privilege on this occasion. 

There could be no question of interception on the public 
telephone system without the authority of a Secretary of 
State. But it was almost impossible for him or any other 
Minister to prevent a subscriber giving permission to 
someone to listen on their extension. In the case of the 
police, there must on occasion, he was informed, be possible 
cases where criminal investigation was involved. This was 
nothing to do with the disciplinary part of the General 
Medical Council, but criminal investigation asked for by 
the deputy coroner. This should not be the general practice, 
but he was informed it was very rare. He would make 
further inquiries, for it was something that should not 
generally be done, although he could not absolutely 
guarantee that it would not happen on certain occasions (for 
example, as he mentioned later, blackmail). 


Issue of the Subpoena 


Mr. Lipton thought it ominous that the prospect was 
held out that a horse and cart could be driven through the 
Government’s assurance on the Birkett Report by the issue 
of a subpoena to a policeman, and having at the disposal 
of a domestic tribunal any evidence the police might have 
accumulated in connexion with another matter. 

Mr. BUTLER repeated that the Government had accepted 
that reports from interception on the public system should 
not be passed to outside bodies. Here was an example 
of police engaging in criminal investigations, and taking a 
step which was exceptional with the consent of one party. 
““When the subpoena appeared,” he said, “the police had 
no alternative but to submit the document unless I claimed 
privilege for it.” There were a few cries of, “ Why didn’t 
you?” Mr. BuTLer: It is as well for a Home Secretary 
to be very careful about claiming privilege. I was advised 
by the Law Officers that this was not easily covered by the 
statement made bv the Lord Chancellor on the claiming 
of privilege in 1955. It is in my view a borderline case. 
I took the advice given me, and I am not sorry I accepted 
it. But I am ready to discuss with the Law Officers and the 
Lord Chancellor the application of future cases, and the 
question of privilege reiating to them, on the bases of this 
example. 

Disclosure to a Domestic Tribunal 


Mr. GORDON WALKER asked if the Home Secretary 
assented to disclosure of the document before the tribunal. 
Mr. BUTLER: I would have been glad to exercise privilege 
and hold the document back, but on advice I thought it was 
in the interests of liberty that I should not claim privilege 
on this occasion. It is a matter of opinion. There are many 
lawyers who take one view or another about this. I am 
certain that it is the duty of the Home Secretary, when 
there is doubt, to come down on the side of liberty. 

Mr. W. GrirritHs (Manchester, Exchange, Lab.) asked if 
it was true or not that the police asked the lady to make 
the call and allow them to eavesdrop. It looked rather like 
an attempt to evade the limitations imposed by the Birkett 
Committee. This was a serious matter, because before the 
House was a Bill setting up disciplinary machinery for a 
large number of medical auxiliaries who would be exposed 
to the same conditions as the doctor before the General 
Medical Council. Mr. BUTLER said that his information 
was that the suggestion was put to the lady by the police, 
and she agreed to it. She was reported as saying that there 
was no police coercion or trickery. The disciplinary organs 
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to be set up were a matter for the House. It might be that, 
in the offer he had made for the bounds of privilege to be 
examined, this was something he should take up with the 
Law Officers and the Lord Chancellor 

In answer to subsequent questions, Mr. BUTLER said he 
entirely agreed with para. 100 in the Birkett Report, that 
the power given to a Secretary of State to issue a warrant 
to intercept communications was of such importance that 
it should be most rigorously confined to purposes which 
convinced the Home Secretary that it was right to issue 
a warrant. He again pointed to the difference between 
interception on the public system and this case, and said: 
“This matter does not fall under the direct authority of 
the Secretary of State. I should prefer if these matters 
did come directly under me. Then I could feel | had more 
control over them.” 


Power Given to G.M.C. 


Grimonp, the Liberal leader, came back to the 
subpoena. It had heen the understanding of the House 
that the Government had undertaken that information 
obtained in this way [by interception] would not be given 
to a third party. “If the Home Secretary cannot avoid 
giving it to a third party, or thinks it undesirable to do so, 
will he not only consult the Law Officers but come back 
to the House and explain exactly how he stands? It 
appears that the assurances given after the Privy Councillors’ 
report had not been supported.” 

Mr. Buti er: There is, quite rightly, anxiety about a case 
like this, but it is not on all fours with interception of the 
public system, which arises out of the report of the Birkett 
Committee. The General Medical Council has the power 
to subpoena. It has been given them by Parliament. When 
the subpoena arrived the only way to stop the document was 
by exercising privilece. Whether right or wrong, I acted on 
the best possible advice, and I think on balance my decision 
was right. But | have agreed in future cases of this sort 
to consider the question of privilege with the Law Officers 
and the Lord Chancellor. 

Mr. Eric Fretcuer (Islington, East, Lab.) said that the 
conversation was not only intercepted by the police but 
instigated by them. A warrant could have been obtained. 
Mr. BuTLer replied that it was impossible for a Minister 
to be completely aware of what was happening if the matter 
did not come to him as a request for official interception. 
He was not responsible for the provincial police. The case 
came to him only when he was asked about Crown privilege. 

Sir LYNN UNGoen-THomas (Leicester, North-west, Lab.) 
put the point: What is essential is that the warrant of the 
Secretary of State should be necessary in the exceptional 
case where the police listen-in. 


Mr. J. 


Motion for Immediate Debate 


Mr. Gornon Wartker made an attempt to get an 
immediate debate, under the special adjournment procedure, 
on the action of the police without express warrant, the 
disclosure to a domestic tribunal, and the Home Secretary's 
failure to take steps to prevent the recurrence of this type of 
interception and disclosure. 

The Speaker asked for time to consider this, and the 
House avreed. His ruling, delivered on December 7 after 
a week-end’s reflection, was that the motion could not be 
accepted: it was too indefinite ; the matters raised occurred 
in the ordinary administration of the law; and as a result 
the matter was not urgent in the sense required. 

Mr. Gorvdon Wacker thereupon asked the Government 
to find time for a debate, and this the Home SECRETARY 
indicated that he was willing to discuss with the Opposition 


QUESTIONS IN THE COMMONS 


Medical and Dental Representation on Hospital Boards 
and Management Committees 


Mr. KENNETH Rosinson (St. Pancras, North, Lab.) asked 
the Minister of Health to state the percentage of medical, 
including dental, representation on each regional hospital 
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board ; and the average medical representation on hospital 
management committees for each region. 

Mr. D. Wacker-SmiTH gave him the following informa- 
tion on November 24: 





Percentage Medical (including Dental) 
| Membership of: 











Region — ; 

} Hospital Hospital Management 

Boards Committees 
Newcastle 26-6 26-0 
Leeds 20-8 20-4 
Shetfield 25:8 | 29-0 
E. Anglia ° 28:5 | 19-2 
N.W. Metropolitan ¥ 31-0 } 21-2 
N.E. mn - ¥ 32-7 23-7 
S.E. 2 ss ne 29-1 24-4 
S.W. = 26-9 18-8 
Oxford - 17-3 | 22:8 
South-Western 24-1 22:7 
Welsh on 28-1 23-5 
Birmingham 27:5 22:1 
Manchester 27°5 22-5 
Liverpuol 29-1 24-7 
Wessex 318 22:9 





! 
| 
| 
| 
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“H3” and the “ B.MJ.” 


Mr. Eric FLetcner (Islington, East, Lab.) on December 7 
asked the Minister of Health what advice his. department 
were giving to the medical profession with regard to the 
drug H3 discovered by Professor Anna Aslan, of Rumania ; 
and whether it was intended to make supplies of the 
drug available in this country. Mr. WaLker-SMITH: No 
general advice has been given about this particular 
substance, and I am not aware of any plans for making 
it generally available in this country, but its constituents 
are in common medical use. 

Mr. FLETCHER said the announcement of this drug had 
given rise to a good deal of speculation and expectation 
among various sections of the community. Was it not 
desirable that there should be some authoritative pronounce- 
ments upon it? Mr. Watker-SmitH replied that Mr. 
Fletcher might have seen the leading article in the British 
Medical Journai, which was an authoritative contribution 
in this context. He was advised there was no satisfactory 
evidence that it was valuable as a medicament against the 
infirmities of old age. 

Dr. Eprru SUMMERSKILL (Warrington, Lab.): Is it not 
wise for the Minister or his department to make a statement 
when a Press conference has given publicity to the efficacy 
of a drug. such as this, which reduces the symptoms of 
senility, and, in consequence, means a rush of old people 
to doctors asking for it, or something similar? Although 
“novocain” and procaine have been given and are both 
similar in effect, is it not important for an authoritative 
statement to be given, not only in the British Medical 
Journal? Mr. Watker-SmitH: Our procedure is this: 
Drugs are tested for their therapeutic quality by a 
committee under the chairmanship of Lord Cohen of 
Birkenhead, and that would be the procedure in this case. 
I am afraid no Minister could ever hope to keep pace with 
everything that appeared in the Press. 


Royal Commission Reporting in February 


Mr. L. Pavitt (Willesden, West, Lab.) asked the Minister 
what progres. was being made by the Royal Commission 
on Doctors’ and Dentists’ Remuneration; and if he was 
yet able to state when its Report might be expected. Mr. 
WALKerR-SMITH: T am informed that the Roval Commission 
have now reached an advanced stage in drafting their Report 
and hope to present it in February, 1960. 

Mr. Pavitt asked if that would mean that there would be 
no question of an interim award prior to the presentation of 
the Report. and if the Minister would deal expeditiously 
with this Report when it did arrive. Mr. WaALKER-SMITH 
replied that no request for a further interim increase had 
been received. There had already been two since the 
appointment of the Royal Commission. Thev would hope 
to make the maximum speed compatible with a full and 
thorough consultation into these important matters. 
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Poisons Board to Advise on Sale of Drugs 

Mr. Francis Noet-BaKer (Swindon, Lab.) asked the 
Minister what steps he would now take to prohibit the sale 
to the public without a medical prescription of a habit- 
forming proprietary drug containing phenmetrazine hydro- 
chloridé, of which he has been sent details by the medical 
panel of the Advertising Inquiry Committee ; and whether 
his attention had been directed to the comments about this 
drug by the chief Metropolitan magistrate in a recent court 
case, Mr. T. Driserc (Barking, Lab.) asked the Minister 
for a statement on the official procedure for restricting the 
sale of potentially dangerous and habit-forming drugs ; and 
if he would take steps to ensure that, when drugs of this 
kind came on the market, and their use was still experi- 
mental, they would be available on prescription only. 

Mr. WALKER-SMITH: One of the recommendations in the 
Interim Report of the Interdepartmental Committee on Drug 
Addiction, which will be published shortly, is that in general 
any drug or pharmaceutical preparation which has an action 
on the central nervous system and is liable to produce 
physical or psychological deterioration should be confined 
to supply on prescription. The Committee further 
recommend that an independent expert body should advise 
which substances should be so controlled. As an interim 
and urgent measure my right hon. Friend the Secretary of 
State for the Home Department is asking the Poisons Board 
to advise him which substances should be limited to supply 
on prescription under the Pharmacy and Poisons Act, 1933. 

Mr. Noet-Baker asked for an assurance that immediate 
actien would be taken to make it illegal to supply this drug, 
and others like it, without prescription. The matter had 
given rise to great anxiety in the minds of the public and 
the medical profession. It was brought to the Minister’s 
attention many months ago by the advertising medical panel. 
There was a strong fecling that it had hung fire far too 
long. The sale of this drug was illegal in most other 
countries. The firms distributing it in Britain were on 
record as saying they approved the advice that it should 
not be availatle except on prescription, and Mr. WALKER- 
SMITH said they had followed the right course in referring 
this to the Brain Committee on drug addiction. The 
Committee did not condemn this drug sub nomine. It was 
true that this and other drugs came within the scope of 
the recommendation. What they now had to do was what 
the Home Secretary proposed to do, and refer this to 
the Poisons Board. He also stated that the Ministers 
concerned were engaged in a comprehensive review of all 
legislation related to the control of medical substances, and 
were considering what changes should be made. 


APPEAL TO WAR-DAMAGED HOSPITALS 


Lord STONHAM asked the Government on December 1 
whether, in cases where the hospital capacity of a district 
remained inadequate, they would authorize the payment, out 
of war-damage account, of the cost of repair and replace- 
ment of war-damaged hospital buildings in the district. Lord 
St. Oswatp, Lord in Waiting, said this situation was 
complicated. Under the National Health Service Act, 
1946, any payments from war-damage account must be 
appropriated in aid of the Health Service Vote—that was, 
set off against the expenditure on the Vote. That meant 
that any such payment made would be compensated by a 
reduction in the amount at that time available to the 
Service. That being so, the adoption of Lord Stonham’s 
proposal would not particularly help the regional hospital 
boards or increase hospital building. Until 1952 regional 
boards were allowed to claim war-damage payments, but 
as these were appropriated in aid to the Health Service 
Vote, and as the amount of building was limited by a ceiling 
on investment, it led to no increase in building. The 
procedure was therefore abandoned as wasteful of time and 
effort. The Government's view was that the proper course 
was to rely on the regional boards to decide the spending 
of their own funds, and not to give any special priority to 
the repair of war damage. 


Nothing Whatever Paid in War Damage 


Lord STONHAM said the reply confirmed that sothing 
whatever was paid on war-damage account for the repair 
of war-damaged hospitals, and that meant that in ‘the 
Metropolitan areas a great disability was inflicted on many 
of the older hospitals. Further, since the capital programme 
for hospitals had been fixed for the next three years, unless 
there was a change in the present procedure no help could 
be given to hospitals that were badly war-damaged. That 
did not apply to any other kind of building. He asked 
that these points should be looked at again. He mentioned 
that St. Thomas’s Hospital was to be rebuilt at a cost of 
£7m., on the ground of war damage. That £7m. would 
resolve almost all the war-damaged difficulties of hospitals 
throughout the country. 

Lord St. Oswatp replied that St. Thomas’s was being 
rebuilt on the grounds of need, not simply on war damage. 
Lord WILMOT OF SELMESTON said that if the need was there, 
and it arose partly from war damage, it would be sensible 
to authorize rebuilding. Lord St. OswaLp repeated that it 
was the regional board which was responsible for the 
planning of hospital services in the region. He amplified 
this in a further reply by stating that somebody had to be 
the assessor of need, and responsibility for the final 
assessment, as measured against other needs in other parts 
of the country, devolved on the Minister of Health. 





Universities and Colleges 








UNIVERSITY OF OXFORD 


Michail Fischberg, M.A., has been re-elected to the John Wilfred 
Jenkinson Memorial Lectureship in comparative and experimental 
embryology for three years from October 1, 1960. 


UNIVERSITY OF CAMBRIDGE 


Dr. G. S. Brindley, University Lecturer in Physiology, has been 
elected into a Fellowship of King’s College. 

In Congregation on November 14 the degree of M.D. was 
conferred on H. R. Mallows. 


UNIVERSITY OF ABERDEEN 


Dr. James Crooks, senior registrar in medicine in the University 
of Glasgow, has been appointed senior lecturer in materia medica 
(therapeutics) at Aberdeen, and Dr, P. V. Best, holder of a 
terminable lectureship in pathology at Aberdeen, has been 
appointed lecturer in pathology. 


UNIVERSITY OF EDINBURGH 


At a meeting of the University Court held on November 23 
honorary status was conferred on the following lecturer and 
assistants: Dr. James Macnamara, Honorary Lecturer in the 
Department of Medicine; Dr. D. C. S. Hutchinson and Dr. 
Raymond Levy, Honorary Assistants in the Department of 
Medicine ; and Dr. Richard W. Reilly, Honorary Assistant in the 
Department of Surgical Science. 

Dr. J. S. Munro was appointed part-time lecturer in the 
General Practice Teaching Unit. 

The appointment of Dr. I. W. Delamore as assistant in the 
Department of Medicine terminated on October 31, 1959. 


UNIVERSITY OF LONDON 


Mr. J. B. Hume has been elected chairman of the Council for 
External Students for 1959-60. 

W. J. Dempster, F.R.C.S.Ed., has been appointed to the 
Readership in Experimental Surgery, tenable at the Postgraduate 
Medical School of London, from January 1, 1960, and D. J. 
Anderson, M.Sc., Ph.D., L.D.S.R.C.S., to the Readership in 
Physiology in relation to Dentistry, tenable at Guy’s Hospital 
Medical School, from October 1, 1959. 

The following have been recognized as teachers of the 
University in the subjects indicated in parentheses: Royal Free 
Hospital School of Medicine, Dr. F. W. Brown (Mental 
Diseases); Dr. N. D. Compston and Dr. A. M. Ramsay 
(Medicine); Dr. W. J. D. Fleming (Pathology (Haematology) ); 


UNIVERSITIES AND COLLEGES 





BritisH 
MEDICAL JOURNAL 





1346 Dec. 12, 1959 
and Mr. E. J. Radley-Smith (Surgery (Neurosurgery) ). Institute 
of Orthopaedics, Mr J. N Wilson (Orthopaedics). 

The A. H. Bygott scholarship for 1959 has been awarded to 
Dr, Desiraie M. G. Howells, and the Ken Clifford entrance 
scholarship in medicine for 1959 to Robert Samuel Elkeles 
(Highgate School). 


UNIVERSITY OF SHEFFIELD 
Dr. T. E. Gumpert has been appointed part-time Lecturer in 
Cardiology. 
The J. G, Graves Medical Research Fellowship has been 
awarded to H. Newey, Ph.D., B.Sc., as from December 1, 1959. 


UNIVERSITY OF BRISTOL 
The following appointments are announced: Dr. G. W. Burton, 
lecturer in anaesthetics; Dr. K. T. Evans, clinical teacher in 
radiodiagnosis; and Dr. K. R. Gough, research fellow in 
medicine. 
Dr. H. Urich has resigned his appointment of research assistant 
in neuropathology. 


ROYAL COLLEGE OF SURGEONS OF ENGLAND 
At a meeting of the Council of the College held on November 12 
with Sir James Paterson Ross, President, in the chair, the Rt. 
Hon. Lord Kindersley was admitted to Honorary Fellowship of 
the College. 

The following were elected to the Court of Patrons of the 
College: Mr. L. J. Williams, Mr. Basil Mavroleon, Mr. G. A. 
Vandervell, Mr. Jack Cotton, and Mr. Harold Samuel. 

Professor A. G. R. Lowdon, F.R.C.S.Ed., and Professor A. W. 
Wilkinson, F.R.C.S.Ed., were elected to the Fellowship ad 
eundem, and a diploma of Fellowship was granted to G. R. Parry. 

The Lady Cade medal was presented to Group Captain W. B. 
Thorburn; and the Begley prize was awarded to Lydia M. Hayes 
(King’s College Hospital Medical School), and the Hallett prize 
to Hameed Ud-Din Ahmed (University of Gauhati). 

Arrangements were made for the annual meeting of Fellows 
and Members on December 9. 

A gift from the Peel Medical Trust of £2,000 per annum for 
three years for the Department of Pathology for research into 
x-ray microscopy was gratefully received. 


ROYAL COLLEGE OF OBSTETRICIANS AND 
GYNAECOLOGISTS 
The following candidates have been awarded the Diploma in 
Obstetrics : 


Mary M. Adlington, R. A. Aitken, D. I. Aitken, R. Akroyd, M. R. 
Alderson, D. A. Andrewrs, J. F. Andrewes, Elizabeth M. F. Andrews, 
J. W. H. Andrews, R. H. D. Andrews, R. St. J. Angel. E. J. Applegate, 
S. Arora, C. R. N. Ashbee, D L. Aspinall, B. J. Bartley. N. Barua, 
J. M. Beazley. Janet {. Beges, P. H. Beighton, T. Belo-Osagie, J. T. 
Bench, B. Bethell, G. Bevan M R_ Bewsher, J. W. Biaxill, D. J. Blomicy, 
B. H. Boeree, G. R. Bonner Morgan, Elizabeth J. Bowen, R. D. Boyd, 
Richenda M. Breeze. R. K. Brennan, J. H. D. Briscoe, A. Brockman, 
J. M. Brown, Gillian L. Browne, C. P. L. Bruggen, A. B. Bryan-Brown, 
I. F. MacK. Buchanan. T. A. S. Buist, D. A. O. Cairns, Rhoda J. 
Campbell. G. Cartmel, Kathleen M. Cash, P. A. F. Chalk, D. R. Chambers, 
P. 3. Chambers, Bery! Collier. E. D. Colterioin, A. P. Condie, Charlotte J. 
Crawford, B. J. Cremin, Rosemary L. Dart, A. G. Day, Susan J. de 
Graaff-Hunter, Ann C. Deuchar, Elizabeth M. Dixon, H. G. K. Douglas, 
B. Dunn, A. J. B. Edwards, A. G. Edwards. Joan M. Edwards, J. I. 
Edwards, N. Edwards, Eugenia C. English. C. D. Evans, Gillian W. Evans, 
J. S. Evans, P. A. Farrel'y, A. J. Ferris, D. R. Firth, P. N. Firth, P. W. 
Fisher, Rose A. Fisher. Freda M. Fletcher. J. G. R. Flint, G. F. Follett, 
J. Frampton, D. R. Freebury, P. J. Fryer, P. M. Fuliman, A. W. Galbraith, 
F. G. S. Gamm, E. 8. Garner, P. W. Gasson, N. W. Glendinning. C. H. G. 
Gould, C. A. Gourley, A. M. Grant, A. E. G. Grace, D. R. Gunraj, K. 
Hackett. C. I. Haines. D. S. Hall, M. J. Hannan, N. A. Harker, Rosalie M. 
Harrison-Bloom, V. J. Hartfield, H. A. Hartley, P. G. Hawker, D. C. Heap, 
J. G. Hendron, B. D. Hewitt, V. B. Hicks, P. G. Hickson, Joyce L. Hill, 
M. V. Hindiekar, Tin Tin Hmun, A. L. Hodgson, H. L. Hoe-Easton, J. J. 
Holden, R. J. Ho'den, C. D. Holdsworth, H. C. Hollingworth, E. J. Housley, 
B. J. Hovenden, E. S Hughson, W. T. Hunter, J. M. R. Irving, J. Jacobs, 
Bery! Jamieson, Irene R. Jamieson, P. M. Jeffreys, E. C. H. J. Josephides, 
K. A. W. Kayssi, I. W. Kemp, Christine M. L. Kerr, Jean J. Kerr, 
R. C. M. Kew. D. W. Keys, T. Khan, M. Khatun, R. J. Knight, G. W. 
Knox, B. Kothary, J. M. J. F. D. Lalouette, R. W. Lamb, B. K. 
Lane, D. R. Laney, W. Lang, Andrea M. D. Langford, Patricia A. 
Last, J. M. Laurent. B. E. Lee, S. G. Leech, Frances Lefford, I. G. 
Lennox, E. Lewis, Marina E. A. Lewis, D. Y.-S. Liang, D. I. MacG. 
Linklater, J. B. Lioyd, J. L. Loakes, J. R. Lockwood, Nancy J. Logan, 
D. J. Longford, B. A. Lovell, A. D. Lower, Mary K. Lucas, A. P. 
Macdonald, H. N. Macdonald, K. J. Macdonald, Mary McDonald, K. L. 
McGeoch, M. McGregot M. McKendrick, C. A. G. Mackenzie, H. M. 
Mackenzie, J. H. K Mackie, D. S. McLean, D. McLoughlin, K. B. 
Mallick, R. M. H. Malone, L. V. H. Martin, D. R. Matthes, Ma Yin May, 
Susan M. Mechie, A. D. Mehta, M. M. Mehta, J. R. MacG. Millar. J. G. 
Miller, G. Mills, G. L Mills, A. B. Milne, Robina W. Moar, P. EB, 
Moffitt, R. M. Moffitt, Hilary M. Morgan, G. M. Morris. R. V. Morris, 
Sally Morris, J. G. McL. Mortimer, N. Morton, Barbara A. Moss, P. M. 
Moss, Janice H. Mount, J. K. Mukerji, M. E. Murray. Frances A. Musson, 
C. Mutucumarana, J. J. Nel, R. E. D. Nelson, Sarah H. J. Nelson, H. 
Nickson, H. G. Nicol, J. D. O. Noel, H. A. R. Noormahomed, Heather B. 
Nunnerley, Mercia Obadiah, B. B. Obeng, J. O'Brian-Bell, P. O'Donnell, 
T. V. O'Dwyer, Marsaret E. D. O'Flynn, Rita O'Hare, Ma Khin Ohn, 
H. W. L. Oliver, D. C. Ower, Stella M. Parrack, D. R. Parry, Marigold J. 
Parsons, M. H. Parsons, R. K. Pears, Gillian R. Perry. G. M. Petrie, 
1. G. Philip, B. L. D. Phillips, B. C. B. Pickles, A. M. M. Plumptre, 


J. S. Povey, R. C. Poyntz-Wright, Jennifer M. Radford, A. Raijiyah, 
L. Ratoff. 3. C. L. Rawes, A. A. Reid, E. F. Rice. Marion E. Richardson, 
S. R. Richardson, D. A. S. Robertson. J. E. Rogers. Edwina E. Roverson, 
Margaret B. Ross, E. J. R. Rossiter Barbara J. Rostron, R. M. Rumian, 
Catherine A. Ryan, P. R. Samsworth, G. J. Santer, J. H. Scotson. S. R. 
Scott, U. Sharma. D. B. Shaw, 3. H. W. Shaw. D. J. Sills, 1. D. Simpson, 
J. D. Simpson. A J. Smetiie. B. Smith. Jacqueline A. K. Smith. P. R. 
Smith, J. W. Soper, R. N. Spencer-Gregson, M. C. Starks, J. A. Stevens, 
W. G. Stokes, D. J. Sutherland, Elizabeth M. Swanson, I. R. Swanson, 
I. Swiestowski, M. Taggart, N. J. Talati, J. H. K. Taylor, R. G. Taylor, 
W. ON. A. Taylor. GD W. P. Thomas. Edith H. Thomas, T. J. Tiplady, 
M W. Tisdall, P. 3. Toxhill, R. J. Tolson. Jean E. Vallis, P. L. Vohra, 
Anne Y. M. Wadlow, G. Wainer, J. W. Walker, Enid A. Wallace. D. M. 
Ward, Edna M. Watson J. M. Watts, J. A. White, D. R. Whitehouse, 
Marian A. Wilkinson, M. K. Williams, Le Le Win, Julia M. Winter, 
J. S. Withey, J. A. Wood, T. C. Wood, D. W. Zutshi. 


Vital Statistics 











Diphtheria in London 


An outbreak of diphtheria in Camberwell has many 
similarities to that occurring recently in Finsbury and 
Islington. In both, the diagnosis of clinical cases has led 
to the discovery of a relatively large number of carriers in 
the circle of contacts. 

A 9-year-old unimmunized girl in Camberwell developed 
sore throat on November 19 or 20. From a throat swab 
a virulent mitis strain of diphtheria bacillus was grown, and 
the patient was admitted to hospital on November 21. Her 
school was visited and nose and throat swabs were taken 
twice from her class contacts, but with negative results. 

About the same time an unimmunized boy aged 5 years, 
living in the same part of Camberwell but not known to be 
in contact with the girl, was taken ill on November 19 with 
fever and sore throat. He was admitted to hospital on 
November 20, and a throat swab grew a similar strain of 
diphtheria bacillus. Nose and throat swabs from school 
contacts were examined in the public health laboratory and 
a number of symptomless carriers were discovered. When 
positive results were reported, swabs were then taken also 
from their family contacts. By December 7, 51 positives 
had been discovered among school and family contacts. 
Nearly all had been immunized at some time in the past. 
Four are adults. The removal of all positive cases to 
hospital was recommended largely to secure their isolation, 
but this course was further vindicated by the fact that two 
who were symptomless at the time of swabbing developed 
symptoms a day or two later. School and family contacts 
are being encouraged to accept primary immunization’ or 
a boosting dose as appropriate. Unimmunized close 
contacts are being given a prophylactic dose of diphtheria 
antitoxin at the same time.as the first dose of a course of 
toxoid. , 

Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1950-8 are shown thus ------ , the figures for 
1959 thus -. Except for the curves showing notifica- 
tions in 1959, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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ib, 3000; SCARLET FEVER INFECTIOUS DISEASES AND VITAL STATISTICS 
~ Summary for British Isles for week ending November 21 
R. 250 (No. 46) and corresponding week 1958. 
“N O- Figures of cases are for the countrics shown and London administrative 
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e, aa and Local Government of N. Ireiand, and the Department of Health of Eire 
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B.M.A. Scientific Exhibition, 1960 

The Annual Scientific Meeting of the British Medical 
Association is to be held in Torquay next year from June 
20 to 24, and those who wish to exhibit at the Scientific 
Exhibition should apply for a stand as soon as _ possible. 
Awards of certificates of merit will be made to the exhibits 
judged to be of the highest standard of presentation and 
of the highest scientific merit and originality. Application 
forms for space at the exhibition are obtainable from the 
Secretary, B.M.A, House, Tavistock Square, London, W.C.1, 
the closing date for applications being December 31. 


Laundry in Hospitals 

In an effort to discover how much laundry any particular 
hospital should use the Study and Research Committee of 
the Institute of Hospital Administrators examined the 
laundry returns for one week for 344 wards and 123 
departments in England, Wales, and Scotland. The 
differences in volume were so striking that it was, as the 
committee put it, “impossible to carry out the primary 


object of the exercise ...” and they turned instead to 
gather reasons for the discrepancies. 
Their main conclusions were that most hospitals have 


traditional standards and practices, which affect the amount of 
laundry sent, as does the attitude of the nursing staff, particularly 
the matron and ward sister. The other factors which influence 
the volume of laundry are: the speed with which linen is returned 
from the laundry and the size of stocks; infection and avoidance 
of cross-infection; hard water in laundries, which makes linen 
ippear dirty more quickly; and the use of disposable items. The 
geographical situation of a hospital appears to be unimportant. 
(Volume of Laundry Work in Hospitals, Institute of Hospital 
Administrators, price 2s. 6d.) 


Ciba Fellowship Trust 

The Trust will award several fellowships for tenure during 
the academic year 1960-1 at Continental universities or 
institutions for research in chemistry, physics, or allied 
subjects. They will be awarded to graduates of United 
Kingdom or Republic of Ireland universities. Details may 
be obtained from the secretary to the Trust, Ciba (A.R.L.) 
Limited, Duxford, Cambridge. The closing date for 
applications is January 31. 
R.S.M. Anaesthetist’s Prize, 1961 

The Anaesthetic Section of the Royal Society of Medicine 
is offering a prize of £30 for the best paper written by a 
medical practitioner of senior registrar or registrar status 
holding a clinical appointment in anaesthesia. The subject 
will be of the author's choice but must be connected with 
anaesthesia. All papers for the 1961 award must be 
submitted by January 1, 1961. Further details can be 
obtained from the honorary secretary, Anaesthetic Section, 
Royal Society of Medicine, 1, Wimpole Street, London, 
W.i, Fellowship of which is not necessary for entry. 


Royal Society 

Among those elected as office-holders for 1960 at the 
anniversary meeting on November 30 were Sir CyRiL 
HINSHELWOOD a: president, Sir LinpoR BROWN as biological 
secretary, and Professor W. Smitu and Professor J. Z 
YOUNG as members of the council. 


Imperial Cancer Research Fund 

Mr. A. B. L. Clarke has been appointed Secretary of the 
imperial Cancer Research Fund in succession to Mr. KENNEDY 
CaSSELS, who has been the Fund's Secretary for the past 
2i years, and who will now devote his time to the affairs of 
the Royal College of Surgeons. 


Change of Date 

La Presse Médicale film award will be made on 
March 22, 1960, instead of April 5 as announced in the 
Journal, September 26, p. 588. Films must be sent to the 


Presse Médicale offices, 120, Boulevard St. Germain, Paris, 6, 
before February 15 instead of before February 29. 


Birmingham’s New Medical Library 

Birmingham University’s new medical library, named 
the Barnes Library after its two chief benefactors, was 
recently opened by Sir ARTHUR THOMSON. 

The building has five floors, four of which will be occupied 
by the library with its 60,000 books, and the fifth by the Arthur 
Thomson Assembly Hall, which holds 500 people. Among the 





* browsing 
section " of non-medical books of cultural interest, a conversation 
room, a room for reading microfilms, and a magnetic call system 
by means of which a reader can be “ buzzed" on an instrument 
collected from the library counter and carried in his pocket, The 
entrance to the Barnes Library, shown here, is flanked by glass 
screens engraved with designs from the De Fabrica of Vesalius. 


many imaginative features of the library are a 


Birmingham University 

The University has accepted the offer of A.B.C. Television 
Ltd. to present a closed-circuit television set to the Medical 
School. Installed in an operating theatre at the Queen 
Elizabeth Hospital, it will enable students in a lecture theatre 
several hundred yards away to watch surgery demonstrations. 


Royal College of Obstetricians and Gynaecologists 

The William Blair-Bell Memorial Lectures will be given 
in 1960 by Dr. D. Hay, Bangor, and Dr. I. MacGILLivray, 
Aberdeen ; the Green-Armytage Anglo-American Lecture 
by Dr. LANDRUM SHETTLES, New York; and the William 
Meredith Fletcher Shaw Memorial Lecture by Dr. T. F. 
CorKiLL, Wellington, New Zealand. The Edgar-Gentilli 
Prize has been divided between Dr. W. Park, Dundee, and 
Dr. B. M. Hopson, Edinburgh. 


The Heberden Society 

At the annual dinner of the society last week Professor 
W. MANSFIELD-Cooper, proposing its health, said that time 
had overtaken the medical profession before it had touched 
the lawyers: “ But with all its defects your solution is better 
than free legal aid.” Upon doctors had fallen the responsi- 
bility of maintaining professional ethics in a State service. 
In reply, Professor J. H. KELLGREN, president of the society, 
paid special tribute to the Heberden Orator, Professor 
ALBERT NEUBERGER. The health of the guests was proposed 
by Dr. R. M. Mason and responded to by Professor Sir 
RoperTt Piatt, P.R.C.P., who said that Heberden was one 
of the greatest physicians of his time: Gibbon and Samuel 
Johnson were patients of his. 


Scottish Medical Golfing Society 

This Society is open to doctors of Scottish birth who are 
practising in or within reach of London and who play the 
royal and ancient game. Dr. A. Dakers Gowans, 295, 
High Street, Brentford, Middlesex, would be glad to hear 
from those who are interested in joining. 


New Name : British Geriatrics Society 

The title of the Medical Society for the Care of the 
Elderly has been changed to “ British Geriatrics Society,” 
the former name being retained as a subtitle. 
Spastics Organizations Merger 

The National Spastics Society and the British Council for 
the Welfare of Spastics are planning to merge their 
organizations, probably within the next year 
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New Navy Medical Director 

Surgeon Rear-Admiral W. R. S. PANCKRIDGE is to be 
Medical Director-General of the Navy from April 30, 1960, 
in succession to Surgeon Vice-Admiral Sir Cyrit May. 


Queen’s Coroner 4 
Dr. A. G. Davies has been appointed coroner of Her 
Majesty’s Household. 


Sir Ronald Aylmer Fisher 

Leeds University is to confer the honorary degree of 
doctor of science on Sir RONALD AYLMER FISHER on May 
19, 1960. 


Guild of Air Pilots and Air Navigators 
Dr. K. G. BerGin has been elected Master of the Guild 
for the year 1959-60. 


World Refugee Year 

American orthopaedic surgeons are voluntarily taking 
turns for one-month periods in treating crippled children 
among the 600,000 Palestine refugees in Jordan. The 
Near East Christian Council Committee for Refugee Work 
reports that there are enough volunteer surgeons for another 
18 months’ work. 


St. Peter’s Medal 

The British Association of Urological Surgeons has 
awarded the St. Peter’s Medal to Mr. L. N. Pyran for 
contributions to urology. 


Royal Faculty of Physicians and Surgeons, Glasgow 

At a ceremony held in the Hall of the Faculty on 
November 27. Sir JOHN PARKINSON and Sir JAMES PATERSON 
Ross were admitted Honorary Fellows. 


Birmingham and Midland Medical Art Society 

The foundation meeting of the Society was held on 
November 24 (see Journal, November 7, p. 965), and details 
may be obtained from the Honorary Secretary, Dr. H. F. 
REICHENFELD, 36, Harborne Road, Edgbaston, Birmingham, 
15. 


Home Safety Campaign 

Publicity material for the “Check that Fall” campaign 
now in progress includes a filmstrip which deals with 
measures for preventing falls in the home. Falls cause 
60% of all fatal home accidents in Great Britain. The 
filmstrip costs 22s. 6d., with notes, from the Royal Society 
for the Prevention of Accidents, Terminal House, 52, 
Grosvenor Gardens, London, S.W.1. 


Sterilizing Hospital Blankets 

King Edward's Hospital Fund. for London (Division of 
Hospital Facilities) has recently issued An Interim Report 
on the Cleansing and Sterilization of Hospital Blankets 
(price 2s.). 
Medical Protection Society Ltd. 

The Society has changed its address to 50, Hallam Street, 
London, W.1 (LAN 9241). 


COMING EVENTS 


University of Glasgow and _ R.F.P.S.—Postgraduate 
course in medicine beginning January 14, 1960. Applications 
by December 22. For details see Journal advertisement 
page 71. 


4th International Congress for Clinical Pathology.— 
Madrid, June 13-17, 1960. Details from Dr. J. A. Garripo, 
Facultad de Medicina, Pabellén Nr. 2, Ciudad Universitaria, 
Madrid. Anyone wishing to contribute papers on 
“Unknown Causes of Death with Minimum Visible 
Lesions”; “Chemical Investigations in Cadaver Blood ™ ; 
or “Accidents in Sanguineous Transfusion,” should 
communicate with Dr. F. E. Camps by January 1, at the 
London Hospital, Whitechapel, London, E.1. 

“Water and Electrolyte Metabolism.”—Symposium, 
Koninklijke Instituut voor de Tropen, Amsterdam, January 
8, 9, 1960. Details from Dr. G. Sorts, 154, Amstelkade, 
Amsterdam, Holland. 





Dental Implant Seciety of Great Britain.—Meeting, 
January 15, 1960, West Hall, Royal Society of Medicine 
Hall, 1, Wimpole Street, London, W.1, 7.30 p.m. Chairman: 
Professor T. TALMAGE ReaD. Please notify attendance to 
the Society’s secretary, 109, Harley Street, London, W.1 
(LAN 3355). 


University of California.—San Francisco conference on 
“Man and His Environment: the Air He Breathes,” 
January 16-18, 1960. Details from Dr. S. M. FArBeEr, 
University of California Medical Center, San Francisco, 22, 
California, U.S.A. 


Pneumoconiosis Symposium.—January 29, 1960, 10 a.m., 
Royal College of Science and Technology, Glasgow. Details 
from Chest and Heart Association, 65, Castle Street, 
Edinburgh, 2. 


“ Role of Medical Officer of Health in Health Education.” 

Seminar for medical officers in the public health field, 
February 23-26, 1960, Cora Hotel, Upper Woburn Place, 
London, W.C.1. Details from the Medical Director, Central 
Council for Health Education, Tavistock House North, 
Tavistock Square, London, W.C.1. 


“Mental Health Aspects of Adoption.”—National 
Association for Mental Health Conference, February 26-28, 
1960. Cora Hotel, Upper Woburn Place, London, W.C.1. 
Details from the association, 39, Queen Anne Street, London, 
W.1. (WEL 1272.) 


Refresher Course in Ophthalmology.—Professor A. 
Sorssy, the Courage Laboratory, Royal Eye Hospital, 
February 15-19, 1960. Ophthalmologists wishing to attend 
should write to Mr. G. W. Hoare, 16, Clytha Park, Newport, 
Mon. 


Reading University——A one-day conference on “ The 
Education and Training of Mentally Handicapped Children ” 
will be opened by Sir JoHN WOLFENDEN on March 19, 1960, 
Faculty of Letters Building, Whiteknights Park, Reading. 


“Mental Health at Home and Abroad.”—National 
Association for Mental Health annual conference, March 
24, 25, 1960. Assembly Hall, Church House, Westminster, 
S.W.1. Details from the association, 39, Queen Anne Street, 
London, W.1. (WEL 1272.) 


3rd Congress on Medical Records.—Organized by 
Association of Medical Records Officers, Assembly Rooms, 
Edinburgh, April 25-29, 1960. Details from registration 
officer, Miss E, M. BeeBy, Royal Infirmary, Hull, Yorkshire. 


Hungarian Academy of Sciences.—First Hungarian Con- 
ference on “Therapy and Pharmacological Research,” 
Budapest, April 26-30, 1960. Details from Dr. K. Napor, 
26, Ulldi-vit, Budapest, 8, Hungary. 


13th World Health Assembly.—Geneva, May 3, 1960. 
Details from W.H.O., Palais des Nations, Geneva, 
Switzerland. 


12th Biennial International Congress of International 
College of Surgeons.—Rome, May 15-18, 1960. Details 
from Professor C. BENDAND1!, University of Rome, Italy, or 
Professor MAX THOREK, 850, West Irving Park Road, 
Chicago, IIl., U.S.A. 


Centenary, National Hospital, Queen Square.— 
Celebrations will take place from June 20 to 25, 1960. 
Details from Dr. MACDONALD CRITCHLEY, National Hospital, 
Queen Square, London, W.C.1. 


3rd_ International Medical Electronics Conference.— 
Olympia, London, July 21-27, 1960. Details from Mr. 
W. K. Brasuer, Institution of Electrical Engineers, Savoy 
Place. London, W.C.2. (COV 1871.) 


“Scientific Study of Mental Deficiency.”—London 
conference, July 24-29, 1960, B.M.A. House, Tavistock 
Square, London, W.C.1, sponsored by American Association 
for Mental Deficiency, Royal Medico-Psvchological 
Association, Royal Society of Medicine, and British 
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co-operation with National 
Details from Dr. 
London, W.1. 


Psychological Association, in 
Association for Mental Health (London). 
\. SHariro, c/o 39, Queen Anne Street 


4th International Goitre Conference.—The conference is 
sponsored by the American Goiter Association and the 
London Thyroid Club, and will take place at the Royal 
College of Surgeons, Lincoln's Inn Fields, London, W.C.2, 


July 5-8, 1960. Details from Mr. Setwyn Tayior, 3, 
Roedean Crescent, London, S.W.15. 
Ist International Congress of Endocrinology.— 


Copenhagen, July 18-23, 1960. Details from Dr. S. G. 
JOHNSEN, Hormone Department, Statens Seruminstitut, 
Copenhagen, Denmark, or Professor F. T. G. Prunrty, 


Department of Chemical Pathology, St. Thomas’s Hospital 
Medical School, London, S.E.1. 


NEW ISSUES 


British Journal of Ophthalmology.—Issucd monthly (£6 
innually). The new issue (Vol, 43, No. 10) includes: 


EXAMINATION OF A HUMAN Eve CONTAINING AN ANTERIOR 
Cyhameer Acrytic IMPLANT. N. Ashton and D. P. Choyce. 

SurcicaL RoraTion OF THe Evepatt. R. Rodriguez Barrios, E. Martinez 
Recalde, Carlos Mendilaharzu, and Celica Mendilaharzu 

OBSERVATIONS ON COMPENSATORY ADJUSTMENTS IN ONE-FYED Persons. E 
Zagora 

Neprazane tN Gtaucoma. D. H. Coop 

OBSERVATIONS ON THE FACILITY OF AQUEOUS OUTFLOW IN CLOSLD-ANGLE 
Gtiaucoma. W. S. Foulds 

Epirpvora. a SYMPTOM OF Earty Hypotiyrorpism. W 
K. G. Howsam, and J. J. Billings 

Hyoroa Vaccrntrorme AFrrecTinG THE EvE Ss. J 

DrorneratTio PuNcTaTA ALBESCENS. L. Meyerson 

VENOM CONJUNCTIVITIS M. J. Gilkes 


PATHOLOGICAL 


Hamilton Smith 


Crews 


SNAKE 

REVIEWS 

NOTES 

SOCIETIES AND LECTURES 

\ fee is charged or a ticket is required for attending lectures marked @ 
\pplication should be made first to the institution concerned 

Monday, December 14 

@Huntertan Soctety.—At Talbot Restaurant, London Wall, E.C.. 7 for 
7.30 p.m., dinner ; 8.30 p.m., discussion: The Itching Skin. Dr. Thomas 
Hunt, Dr. R. M. B. MacKenna, and Dr. Henry Wilson wil! take part 


PRACTICE At Larce 


MANCHPSTER Mepicat Soctery: Section or General 
8.30 for 9 p.m 


Anatomy Theatre, Medical School, Manchester University 
Mr. T. B. FitzGerald: History is Bunk 

POSTGRADUATE Mepicat ScHoot OF LONDON 4 pm Dr R Doll 
Actiology of Bronchial Carcinoma. 

Royal Free Hosprrat 5 p.m., Dr. Rudi Schmid (Harvard): Bile Pigments 


Tuesday, December 15 

KEIGHLEY AND District Mepicat Society At General Hospital, Skipton, 
8.30 p.m., film show by Dr. Cedric H. Robinson 

Lerps Nevrotooicat Sciences CoLtoguium, 1959-60.—At Littlewood Hall 
General Infirmary at Leeds. 5.15 p.m.. Mr. C. S. Halipike, F.R.S 
Pathology and Differentia! Diagnosis of Organic Affections of the Eighth 
Nerve System 

@Liverroot University DEPARTMENT OF EXTRAMURAL STUDIES.—AlI 
Medical School, Ashton Street, 7.30 p.m., Professor A. Wilson: Actions 
of Drugs on Blood, with Special Reference to Anticoagulant Drugs 

MANCHESTER MEDICAL SOCIETY At Physiology Theatre, Medical School, 
Manchester University, 4 for 4.30 p.m., University Lecture on the History 
of Medicine by Professor I. A. Richmond: Roman Army Medical Servic« 

POSTGRADUATE Mepicat Scnoot oF LONDON.—2 p.m., Dr. E. H. Belcher 
Functional Tests with Radioisotopes—I! 

Royal ARMY Mepicat COLLEGE 5 p.m.. Mr. B. N 
Colitis 

SouTH-west LONDON Mepicat Society At Tooting Bec Hospital, 8.45 p.m 
Dr. J. E. S. Lloyd: Admission to Menta! Hospital! and New Legislation 


Brooke: Ulcerative 


Wednesday, December 16 
Harvetan Society oF LONDON 8.15 p.m., Professor J 
Dr. Macdonald Critchiey, and Dr. Richard S. Allison 


Z. Young, F.R.S 
Memory 


INSTITUTE OF UrROLOGY.—4.30 for S p.m.. Mr. J. G. Sandrey: Epididymitis 

Thursday, December 17 

HONYMAN GILLESPIE Lecrures.—At Anatomy Theatre. University New 
Buildings. Teviot Place, Edinburgh. 5 p.m.. Sir Dugald Baird: Place of 


Epidemiology in Obstctrical Research 

LONDON JewisH HosprTtat Mepicat Socirry At Medical 
London, 8.15 p.m., Sir Wilfrid Sheldon Problems in 
Educating Children 

Roya COLLEGre or SurRGrONS OF ENGLAND —-5 p.m.. Arris and Gale Lecture 
by Dr. R. M. H. McMinn: Cellular Anatomy of Experimental Wound 
Healing 


Friday, December 18 

Royal CoLLece or SurGrons OF EDINsBURGH 
Ciliary Action. 

Soctery or Curmicat Inpustry: Fine Curmicats Group.—At 14, Belgrave 
Square, S W., 6.30 p.m., Dr. F. E. Camps: Some Aspects of Forensic 
Science. 


Saturday, December 19 
BIOCHEMICAL SocierTy.—At 


Society of 
Training and 


3.30 p.m., Sir Victor Negus 


Department of Chemical Patho'ogy. King’s 


College Hospital Medical School, Denmark Hill, S.E., 10.30 a.m., 389th 
meeting 


MEDICAL NEWS 





Britis 
Mepicat Joursa 


APPOINTMENTS 


BIRMINGHAM ReGionaL Hospital Boarp.--R. W. Tudor. Ch.M., F.R.C.S., 
Whole-time Consultant Surgeon to Solihull Hospital ; J. Fraser-Joncs, M.B.. 
B.S., F.F.A. R.C.S., Whole-time Consultant Anaesthetist to Solihull and 
Little Bromwich Hospitals; J. E. M. Smith, M.B., F.R.C.S., Whole-time 
Consultant Surgeon to Birmingham Accident Hospital. 

East ANGLIAN ReGionaL Hospital. Boarp.—S. L. Paton, M.B., Ch.B 
F.R.C.S.Ed., Senior Casualty Officer, Peterborough Memorial Hospitai 
P. B. Guyer, M.B., B.S., Medical Registrar. Ipswich and East Suffolk 
Hospital ; M. B. Bhattacharyya, M.B., B.S.. M.R.C.P., Medical Registrar 
Peterborough Hospital Group 

Francis, H. W. S., M.B., B.Chir.. D.P.H., Deputy Medical Officer of 
Health, Deputy Principal School Medical Officer, and Deputy Port Medica 
Officer for the City of Portsmouth. 

Lancasuire County Councitt.—A. N. Pickles, M.B., Ch.B.. D.P.H 
Divisional Medical Officer, Health Division No. 13 

MANCHESTER REGIONAL HosprtaL Boarp.—J. G. Coburn, M.D., Consultant 
Dermatologist, Rochdale, Crumpsal!, and Booth Hal! Hospitals and Man- 
chester and Salford Hospital for Skin Diseases; J. Erulkar, M.B., B.S 
M.R.C.P.. D.P.M., D.C.H., Whole-time Consultant Child Psychiatrist 
Booth Hall Hospital, Manchester; M. D. Cashman, M.B., B.S., D.P.M 
Whole-time Assistant Psychiatrist (S.H.M.O.), Lancaster Moor Hospital 
Cc. M. Brennan, M.B., B.Ch., D.P.H., D.C.H., Whole-time Assistam 
Psychiatrist (S.H.M.O.), Calderstones Hospital: K. Gunn, M.B., Ch.B 
Whole-time Assistant Psychiatrist (S.H.M.O.), Whittingham Hospital. 

Wooprow, Rosert, M.B., Ch.B., D.P.H., Regional Medical Healt? 
Officer, Saskatchewan, Carada. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 


Gordon.—On November 3, 1959, to Nonette (formerly 
M.B.. B.S.. D.M.R.D., wife of Ian J. Gordon, M.B., C.sS.,. 21° 
Deakin Avenue, Mildura, Victoria, Australia, a third son—Alistair, 

On November 30, 1959, at 93A, High Street, Street, Somerset, \ 


Harris-Wrighi 
F.R. 


Last. 

Pauline (formerly Weeks), wife of R. D. Last, B.M., a sister for 
Sarah—Jane Fenella. 
Laurence..-On December 1, 1959, at the Sussex Maternity Hospital 


Brighton, to Eileen (formerly Pocock), and Nick Laurence, F.R.C.S., a 
brother for David and Susan, 

Smith.—On November 20, 1959, at Simpson Memorial Pavilion, Edinburgh 
to Dr. and Mrs. Ian Inglis Smith (Dr. Dorothy L. Grieve), of 15. 
Mansionhouse Road, Edinburgh, a son—Alan Inglis 


DEATHS 


Barry.—On November 10, 1959, at 53, Hartlington Road. London, W 
Stephen James Barry, L.R.C.P.&S.1. and L.M., Colonel, A.M.S., retired 
Brandes.—On November 13, 1959. at the Duke of York Home, Bradford 
Yorks. Felix Karl Brandes, M.D., of 24, Buttermere Road. Bradford 


aged 79. 

Grest.—On November 4, 1959, Simon Brest, M.R.C.S.. L.R.C.P. 
Car-oll.—On November 20, 1959, at his home. 10, St. Stephen’s Road 
Ealing, London, W., Ferdinand Carroll, M.R.C.S., L.R.C.P., aged 73 
Chin.—On December 5, 1959, the result of a car accident, Ernest Favenc 
Chin, M.B., F.R.C.S., of Yew Tree Cottage, Nether Wallop, Hants 
Davidson.—On November 8, 1959, at Beverley, Camberiey, Surre). 

Frederick Churchill Davidson. M.C.. M.B., Ch.B., D.P.H. 

Dunlop.—On November 19, 1959, at Oxford, Henry Hutchison Dunlop, 
M.B., Ch.B., late of Tangier, Morocco. 

Horrocks.—On November 11, 1959, at Cooneor, South 
Horrocks, F.R.C.S.Ed.. D.P.H., aged ‘ 

Howell.—On November 11, 1959, in hospital, Chichester, Sussex. Howel 
Tylford Howell, M.R.C.S., L.R.C.P., of Dyke Cottage, -Middicton-on 
Sea, Sussex. 

Howse.—On November 11, 1959, at Frimley, Oak Park, Dawlish, Devon 
Arthur Edward Howse, M.R.C.S., aged 95 

Jack.—On November 12, 1959, at Lauder. Donald Jack. 
M.R.C.P.Ed., of The Bicid, Lauder. 

Jones,-On November 7, 1959, in hospital, Vivian Emrys 
Ch.B., of Murrayfield, Fgirwater, Cardiff. 

Leeming.—On November 11, 1959. at Colwyn Bay and West Denbighshir 
Hospital, Arthur Norman Leeming, M.B., B.S., J.P. 

MacDonald.—On November 10, 1959, in a nursing-home, Brighton, Sussex 
Peter Hay MacDonald, M.B.. Ch.B., of 4, Church Terrace, Henficid 
Sussex, formerly of 1, Hillside, Pembroke Road, Erith, Kent, late of 
Nigeria and Trinijad, aged 83, 

MclIatyre.—On November 8. 1959, at Gairlochead, Dumbartonshire, Donald 
McDonald McIntyre, M.B., Ch.B., of Tasmania, formerly of Leeds and 
Scotland 

Macint re.-On November 12, 1959. Hugh Wilkcs Macintyre, M.B., B.S.. 
M.R.C.P.Ed., D.C.H., D.Path., of 8, Walton Road, Ware, Herts. 

McKeown.—On November 21, 1959, in a private nursing-home, Bernard 
McKeown, M.B.. B.Ch. 

Mather.—-On November 3, 1959, Edward Elton Mather, B.M., B.Ch., of 
133, Garston Old Road, Liverpool, aged 7 

Merchant.—On October 30, 1959, at his home, 125. Windmill Road, 
Brentford, Middlesex, Nariman Hiraji Merchant, M.B.. B.S., D.Obst. 

c.O 


India, Oswald 


Berwickshire, 


Jones, M.B.. 


.C.0.G. 

Meyer.—On November 9, 1959, at Sisscton. South Dakota, U.S.A., Oscar 
Salomon Mever, M.D., late of 15, Portman Square, and 56, Weymouth 
Street, London, 4 

Nichotson.—On November 2. 1959, in a nursing-home. Jacob Alexander 
Nicholson. MB, Ch.B.. of 106, East Sheen Avenuc, London, S.W 
late of Georgetown. British Guiana. 

Pringle.-On Novembcr 13, 1959, Peter Scott Pringle, LL.B., M.R.C.S.., 
L.R 


.R.C.P. 

Rainforth.—_On November 6, 1959, at Bexhill, Sussex, John Jekyll Rain- 
forth, M.B., F.R.C.S., late of Lincoin. 

Smith.—On November 15, 1959, in an infirmary, Coventry, Warwicks, John 
Swart Smith, M.B., Ch.B., D.P.H., D.Obst.R.C.0.G., of 35, Armorial 
Road, Coventry, formerly of Saltcoats, Ayrshire. 

Thompson.—On November 15, 1959, Noel James William Thompson. 
M.D., D.P.H., of 19, Brooklands Road, Eccleston, St. Helens, Lancs 

Tootill.—On November 11, 1959, in hospital, Reginald Hunt Tootill. 
O.B.E., M.B., Ch.B.. of Hale, Cheshire, formerly of Urmston, Lancs, 
and Ambles:de, Westmorland. 

Williams.—On November 15, 1959, at 21. Lugard Avenue. Ikoyi. Lagos, 
Nigeria, Joan Marian Williams (formerly Cheale), M.R.C.S., L.RC.P., 
aged 42 
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We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
ubmitted. 


Sedatives and Analgesics in Labour 


Q.—What is the best sedative and analgesic for use in the 
first stage of labour when pethidine is unobtainable? At 
present, in Formosa, we use hyoscine and chlorpromazine. 
Promethazine hydrochloride and most barbiturates are 
available. What combination, dosage, and timing would 
you advise ? 

4.—None of the drugs listed are analgesic, and their use 
in labour without accompanying analgesia can produce a 
very restless and uncooperative patient. The combination 
»f pentobarbitone and hyoscine, advocated by Irving’ and 
used so extensively in the U.S.A. for some years, gave just 
this effect. Patients were normally delivered by forceps, 
but in any case little co-operation could be expected from 
them. A barbiturate may promote rest and calm early in 
labour. Quinalbarbitone 200 mg., for example, is useful. 
As labour advances and begins to be painful it is really 
only an analgesic drug that is of much value. The pheno- 
thiazine derivatives give a curious detachment which is 
disliked by many mothers, though very nervous patients 
ire sometimes considerably helped by it. Hyoscine is 
especially productive of restlessness if given alone for pain. 

Is morphine not obtainable? The value of this old- 
fashioned drug in labour is often overlooked. A full-time 
infant is little harmed by a maternal dose of 10 mg. If 
one of the morphine antagonists is available this dose of 
morphine can be repeated if necessary. Nalorphine may be 
given directly into the umbilical vein in a dose of 0.25 mg. 
in the first place, remembering that the column of blood 
is stagnant, so the drug must be milked in or, better, pushed 
forward with sterile saline. The infant usually responds 
within a minute. Nalorphine may be repeated, and, if there 
is difficulty in giving it through the cord, it may be injected 
into the baby’s buttock. There need be no anxiety for the 
baby if the antagonist is given intravenously to the mother 
about ten minutes before delivery is expected in the 
proportion of 2 mg. for every 10 mg. of morphine that the 
mother received during the previous 6 hours. The antagonist 
should not, of course, be given when no drug of the morphine 
group has been administered. 

There is no one formula for using drugs in labour, nor 
any “standard” mother, but in general non-analgesic 
sedatives may be helpful early in labour, and later it is 
often better to give analgesics alone. 


REFERENCE 


Irving. F. C., Berman, S., and Nelson, H. B., Surg. Gynec. Obstet., 
1934, 58, 1. 


Serum Cholestero] and Coronary Atherosclerosis 


Q.—Does a raised serum cholesterol (400 mg./100 ml.) in 
a patient who has angina pectoris or who has had coronary 
thrombosis mean that another incident of coronary 
thrombosis is threatened? If so, what steps can be taken 
to lower the cholesterol? Would this be of any value ? 


A.—It may be assumed that if a patient has true angina 
pectoris in the absence of accessory factors, such as severe 
anaemia, a coronary occlusion has occurred at some time. 
This indicates the presence of ischaemic heart disease due 
to coronary atherosclerosis, which is known to be associated 
with elevated serum cholesterol levels, an increased 
cholesterol/ phospholipid ratio, and an excess of lipoprotein 
in the blood. Any patient, therefore, with symptoms of 
ischaemic heart disease and a raised serum cholesterol runs 
the risk of another coronary occlusion, and steps should 
certainly be taken to prevent it. The risks of further attacks 
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are greater in the younger subject with a strong family 
history, especially if he is obese and has hypertension. 

Measures to prevent further attacks should be directed 
along two main channels; correction of the abnormal 
pattern of lipids in the blood and prevention of thrombosis. 
The serum cholesterol can be reduced and the abnormal 
lipid pattern corrected by substituting vegetable fat (such 
as corn oil or sunflower oil) for animal fat in the diet.’ 
There is as yet no proof that such dietary measures cause 
atherosclerosis to regress or slow its advance, but there are 
good theoretical grounds for attempting to lower blood 
cholesterol when it is elevated in subjects with coronary 
artery disease. Oecstrogens, f-sitosterol and heparin have 
all been used to combat the excess of blood lipids. 

Prevention of further thrombosis may be attempted by 
long-term anticoagulant therapy with phenylindanedione, 
keeping the prothrombin time between 2 and 24 times the 
control volume. Such treatment is usually well tolerated, 
and extended trials have produced evidence to support its 
effectiveness,” especially when infarction has been severe and 
recurrent, although in subjects over 60 years of age the 
value has been questioned.** However, despite dogmatic 
views put forward by many authorities, the value of long- 
term coagulant therapy in the prevention of coronary 
occlusion is by no means fully proved. Currently available 
anticoagulant drugs leave much to be desired, and the way 
in which they act is not known with certainty. Multiple 
factors are concerned in the production of coronary athero- 
sclerosis, of which thrombosis is merely the final common 
path. 

If the patient is under the age of 60 years, especially if 
he is between 40 and 50, then every effort must be made 
to prevent further episodes, and the correct course would 
be to employ dietary measures and anticoagulants. Weight 
must be controlled and physical exertion graded. Smoking 
should be discontinued, or allowed only in moderation, If 
the patient is over the age of 60 years, a low-fat, low- 
calorie diet, perhaps with substitution of vegetable fat for 
animal fat, but without permanent anticoagulant therapy, 
might be the best treatment. 


REFERENCES 
' Oliver, M. F.. Brit. med. J., 1959, 1, 1107. 
2 Suzman, M. M., Ruskin, H. D., and Goldberg, B., Circulation, 1955, 12 


338. 
$ Bijerkelund, C. J., Acta med. scand., 1957, supp!.. 330. 
* Brit. med. J., 1959, 1, 803 


Cortisone and Acute Osteoarthritis 


Q.—Would treatment with cortisone in the acute phase 
of primary general osteoarthritis alleviate pain and prevent 
subsequent bony outgrowths, joint deformity, and limitation 
of movement ? 

A.—The cause of pain in the acute phase of primary 
generalized osteoarthritis is not known, but analysis of the 
contents of acute Heberden’s nodes has shown that they 
contain pure, highly polymerized hyaluronic acid and there 
is no serous or cellular exudate, so that the process is not 
inflammatory in the ordinary sense. Corticosteroids have 
little, if any, effect on the pain and should therefore not 
be used in this condition. Whether the subsequent bony 
outgrowths and joint deformity can be reduced by long- 
term therapy with corticosteroids in high dosage is not 
known, but the dangers and disadvantages of this form of 
treatment would certainly outweigh any possible advantages. 


Red Nose from Alcohol 
Q.—Why does alcohol cause reddening of the nose? 


A.—Ethy] alcohol is a potent vasodilator drug, perhaps 
the best that we possess. Like all vasodilators, it acts mainly 
upon the cutaneous vessels, and its maximum effect is upon 
the superficial vessels of the face. There is considerable 
individual variation in the reactivity of the small vessels 
of the skin of the face, and in susceptible subjects even a 
moderate amount of alcohol causes intense flushing of the 
nose and sometimes of the cheeks. The belief that permanent 
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redness of the nose denotes a chronic “ boozer” is, however, 
not well founded. It is well known that many people who 
are extremely temperate may have a red nose and that this 
feature is frequently absent in chronic alcoholics. In hepatic 
cirrhosis, whether due to alcohol or to other causes, the 
presence of spider naevi and telangiectasia of the vessels of 
the face may cause the so-called “ hepatic complexion,” of 
which redness of the nose is one feature. 


Zinc-resistant Steroids in Urine 

Q.—What is the significance of the zinc-resistant steroids 
in urine ? 

A.—The zinc-resistant steroids are those 17-ketogenic 
steroids which remain unaffected by treatment with zinc 
and acetic acid. They include 17:20:21-triols, such as the 
cortols and cortolones, which are derived from cortisol 
secreted by the adrenal cortex, and 17:20-diols, such as 
pregnanetriol and 11-ketopregnanetriol, which are not 
derived from cortisol. The 17-ketogenic steroids which are 
zinc labile are those with a dihydroxy acetone side chain. 
This fraction consists mainly of the compounds tetrahydro- 
cortisol and tetrahydrocortisone, which are the principal 
urinary metabolites of cortisol. 

The ratio of zinc-labile 17-ketogenic steroids to total 
17-ketogenic steroids was found to be 20-60% in normal 
persons, 10-30% in pregnant women, and less than 10% 
in persons suffering from the adreno-genital syndrome," The 
low ratio in the adreno-genital syndrome is due to the very 
large amounts of pregnanetriol and 11-ketopregnanetriol 
excreted in this condition. 

REFERENCE 
t Norymberski, J. K., and Stubbs, R. D., Biochem. J., 1956, 64, 168 
Histamine and Allergic Reactions 

Q.—Does histamine play a part in all allergic reactions, 
includine reactions that follow the Mantoux skin-test ? 

A.—Histamine plays a part not only in the immediate 
wealing type of reaction but also in the delayed (Mantoux 
and eczematous) type of allergic reaction. In the eczematous 
and tuberculin reactions, histamine accumulation begins 
three to six hours after local administration of the antigen 
and reaches a maximum in 48 to 72 hours, returning to a 
normal content in 96 to 120 hours.’ Inderbitzin’? has also 
shown that there is a close correlation between the size of 
the tuberculin reaction and the local tissue histamine 
increase, and that cortisone depresses both. 

REFERENCES 


' Inderbitzin, Th.. Int. Arch. Allergy, 
ibid., 1956, 8, 150. 


1955. 7, 140 


Treatment of Nephrosis 

Q.—What are the modern views on the treatment of 
nephrosis ? 

A.—Nephrosis is a syndrome, not a disease. It may be 
due to amyloidosis, syphilis, renal-vein thrombosis. inter- 
capillary glomerular sclerosis (Kimmelsteil-Wilson syndrome), 
or as a toxic reaction to tridione. More commonly it is 
an expression of glomerulonephritis, but there is a rare 
idiopathic form—true, or lipoid, nephrosis. Whenever 
possible treatment must be directed at the underlying cause, 
and extensive investigation, including retrograde renal 
venography or renal biopsy, may be necessary to establish 
this. 

In all cases the most troublesome symptom is the oedema. 
A high-protein intake is necessary to combat the heavy 
losses of albumin in the urine, and a low sodium intake is 
desirable. Diuretics, such as chlorothiazide. are extremely 
useful and may render the patient free from oedema. In 
many instances 1 remission can be induced with A.C.T.H. 
or corticosteroids. A diuresis may occur while the steroid 
is being given or 1-2 days after it has been stopped. Often 
the amount of proteinuria decreases and the serum albumin 
level rises. It is customary, but probably not essential, to 
give large initial doses of steroid—40 mg. prednisone or 
7 mg. dexamethasone daily—and to continue steroid 
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treatment for 12-14 days. Subsequent courses of treatment 
may be required, and sometimes a patient who has not 
responded to a first and second course makes a dramatic 
improvement to a third. . There is, however, increasing 
evidence that, in patients who respond, prolonged treatment 
with corticosteroids (and prophylactic penicillin) prevents 
relapses, and this is now the treatment of choice in several 
centres. 
P.A.S. in Urine 

Q.—What is the best test for demonstrating the presence 
of breakdown products of P.A.S. in the urine? When does 
the test become positive, and for how long does it remain 
so after a standard dose of the drug? 

A.—The presence of P.A.S. in urine may be detected by 
the hypochlorite test (Horowitz, Salkin, and Gilrane), or by 
the ferric-chloride test (Dickenson and Kelly).' P.A.S., may 
be detected one hour after a dose of 5 g. The major 
portion is excreted within 6-8 hours. Small traces are 
sometimes detectable after 24 hours. Either test is sensitive 
enough to detect P.A.S. in the urine at any period of the 
day in patients on any of the standard dosage schedules. 


REFERENCE 
' Simpson, J. McD., Tubercle, 1956, 37, 333. 


NOTES AND COMMENTS 


Uncommon Form of Lymphangitis—Mr. H. H. G. EBastcott 
(London, W.1) writes: The lesions described by your questioner 
and in the answer (“ Any Questions ? November 21, p. 1116) 
are both quite typical of the pectoral strings of Mondor’s disease.' 
A good review was that which accompanied five case repoits by 
Lunn and Potter.? As these authors pointed out, most observers 
have pondered upon the origin of the strings, and like Mondor 
himself have concluded that they are venous and not lymphatic, 
being a phlebitis of small subcutaneous venous channels generally 
focusing upon the axilla. A lymphadenopathy may be present 
and it may even be malignant, but simple and chronic inflamma- 
tion is a more usual cause. Over-use of the arm on that side 
has been blamed, and it is interesting to note that Robinson‘ 
found the sign to be present in a patient with subclavian venous 
thrombosis. 

REFFRENCES 


' Mondor. H.. Mém. Acad. Chir., Paris, 1939, 65, 1271. 
Lunn. G. M.. and Potter, J. M.. Brit. med. J., 1954, 1, 1074. 
Robinson, R. H. O B., Brit. J. Surg., 1935, 23, 296. 


Corrections.—In the article on “ Drugs in the Treatment of 
Seborrhoea " by Professor J. T. Ingram (Journal, November 28, 
p. 1167) the phrase “ 15% lanolin” in the second line of p. 1168 
should read “1% lanolin.” 

Our expert wishes us to make it clear that the reply to the 
question on chromium dust (Any Questions ?"’ October 31, 
p. 898) was based on, additional information supplied by the 
questioner on the particle size of the dust. The first sentence 
should therefore read: “ The chromium in the dust is said to be 
in a very fine state of subdivision.” 


Collected Articles from the “ British Medical Journal ” 

The following books are available through booksellers or 
from the Publishing Manager, B.M.A. House. Prices, which 
include postage, are now the same for both inland and overseas. 

Refresher Course for General Practitioners, Volumes 2 and 3 
(26s. 9d. each). 

Clinical Pathology in General Practice (22s. 3d.). 

Any Questions ?, Volumes 2 and 3 (8s. 3d. each). 
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